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775. Factors Affecting Warmth, Comfort and Stuffiness 
in Domestic Rooms 

K. W. YARNOLD. Journal of Hygiene [J. Hyg., Camb.] 
45, 434-442, Dec., 1947. 6 figs., 11 refs. 


Because relatively little work has been done on the 
specification of the physical factors determining comfort- 
able warmth under “* domestic’ conditions, the author 
undertook this investigation to ascertain: (a) whether 
standards accepted for large, evenly-heated rooms apply 
to small ‘* domestic ” room#® and, if not, what new 
standards were necessary; (5) the optimum contribu- 
tions, as regards warmth comfort, of air heating and 
radiation to total warmth; (c) the physical conditions 
responsible for sensations of freshness and stuffiness. 

Preliminary work on standards of warmth comfort was 
carried out by arranging the use, in similar rooms, of 
several different heating appliances, the burning rate of 
which was controlled to give a constant temperature in 
the centre of each room of 60° to 65° F. (15-5° to 18-3° C.) 
as measured by a globe thermometer. The globe 
thermometer reading was checked against a eupatheo- 
scope. Thirteen subjects were allowed to “ acclimatize ”’ 
in the rooms and then asked to estimate their warmth on 
the Bedford scale (Rep. industr. Hlth Res. Bd, Lond., 
1930, No. 58). They entered a room heated only by 
convection to an “ equivalent temperature ’’ [eupatheo- 
scope reading to show combined effects of air 
temperature, air movement, and radiation] of 62°+1° F. 
(16-7°+0-6° C.) with an outside temperature of 45° to 
50° F. to 10°:2° C.); they recorded their sensations 
as “comfortable” (9), “‘ comfortably cool”’ (3), and 
“ slightly too cool ’’ (1). In rooms heated by fires to the 
same equivalent temperatures in their centres, the same 
13 subjects complained of cold backs, and, if allowed to 
choose the most comfortable position in the room, sat 
near the fire. It was therefore evident that the [com- 
monly accepted] standard of 60° to 65°F. (15-5° to 
18-3° C.) was inadequate for rooms heated by unilateral 
radiation, or that the instruments used were unsuitable 
for such rooms, or both. 

Panels of 28 to 33 subjects, one at a time, entered a large 
room equipped with adjustable controlled air heating and 
a gas fire at one end. At a number of different air 
temperatures the mean intensity of radiation desired was 
assessed. The results plotted into a curve relating mean 
desirable globe temperature to air temperature show the 
amount of radiation of the type normally obtained from a 
fire the average man or woman wants at a number of 
different air temperatures. Even when the air tempera- 
ture is high enough (above 65° F.) to ensure adequate 
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warmth without extra radiation the subject still appears 
to desire radiant heat. ‘“‘ When the temperature condi- 
tions operating on the back are too low for comfort, the 
subject attempts to compensate for his cold back by over- 
heating the front of his body, in such a manner that a rise 
of 2° in conditions affecting the front of the body ‘ com- 
pensates ’ for a fall of 1° in conditions operating on the 
back.”” Observations suggested that “ where a large 
proportion of heat radiation is unidirectional the sides of 
the subject facing towards and away from the source of 
heat must be treated separately, and that the cooler side 
must be exposed to an equivalent temperature not much 
less than 65°F.”. The desirability of measuring 
separately, in domestic rooms, the conditions to which the 
sides of the body proximal to and remote from the fire 
are exposed led to the design of double eupatheoscopes 
and double globe thermometers. From tests by 8 
subjects in their own homes with double globe thermo- 
meters it is concluded that the presence of unilateral 
radiation does not reduce the need to heat the side of the 
body away from the fire, a need which is best catered for 
by “ radiators ”’ or air-conditioning plants maintaining 
consistently an equivalent temperature of 60° to 65° F. 
Over and above this essential need, the average subject 
appears to desire radiation to the extent of about 70 
British thermal units per sq. ft. (0-09 sq. metres) per 
hour. [British thermal unit=the quantity of heat 
required to raise the temperature of 1 Ib. (0-45 kg.) of 
water 1° F.] Further experiments suggested that the 
compensation of a warm front surface for a cold back is 
psychological rather than physiological. 

To ascertain the relation of freshness to warmth a large 
room was equipped with a gas fire at each end (radiation) 
and with separate means of air heating (convection) 
controlled by a thermostat. An electric fan was used to 
modify the rate of air movement. Subjects were asked to 
choose the most comfortable position as regards warmth 
and then to record their sensation of freshness or stuffiness 
as “ extremely fresh’, very fresh, fresh, neutral, slightly 
stuffy, stuffy, very stuffy. Measurements were also. 
made with a katathermometer of the rate of air move-. 
ment. Each air temperature was assessed by between. 
7 and 16 subjects, the mean of their sensations recorded,. 
and the result plotted. The graph obtained shows a. 
clear relation between air temperature and freshness when, 
subjects are suitably warmed. Neutral freshness was: 
perceived at about 61-5° F. (16-3°C.). An increase of 
5° F. (2-8° C.) was sufficient to make conditions slightly 
stuffy. 

The effects of radiation on freshness and stuffiness 
were studied by asking subjects to take up what they 
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considered to be the most comfortable position in front 
of a fire specially made up and connected to thermo- 
couples so that its surface temperature could be measured 
continuously, and kept constant for any one session. At 
the position chosen the air temperature was measured, 
and the subject was asked to record his sensation of 
stuffiness or freshness on the scale already given. It was 
possible to plot a curve showing the effect of air tempera- 
ture on freshness, and from this curve to determine an air 
temperature which would have raised or lowered the 
subject’s sensation of stuffiness to the neutral position. 
For any particular surface temperature of the fire the 
mean of these “ neutral’? temperatures was plotted 
against the peak wavelength of the radiation. In this 
graph an air temperature of 61° F. indicated that the 
wavelength has a neutral effect as regards freshness. 
An air temperature higher than this indicated that the 
wavelength concerned has a specific “ freshening” 
effect, because the air temperature could be permitted to 
rise to 64° F, in the presence of this radiation without 
pushing the sensation of stuffiness beyond the neutral 
point. Temperatures below 61° F. indicated that the 
wavelength concerned causes stuffiness. The graph also 
shows that certain wavelengths (2, 3-5, and 4:5 yp), 
known not to be absorbed by the skin, induce sensations 
of freshness whereas others (3, 4:1, and 4:7 j4) cause 
stuffiness. Peaks at 3, 4-1 and 4-7 y should therefore be 
avoided in the design of gas and electric fires. 
J. Greenwood Wilson 


776. Epidemic Respiratory Infection in a Rural Popula- 
tion with Special Reference to the Influenza A Epidemics of 
1933, 1936-7, and 1943-4 

W. N. Pickies, F. M. Burnet, and N. McArTHUR. 
Journal of Hygiene [J. Hyg., Camb.] 45, 469-473, Dec., 
1947. 1 fig., 7 refs. 


Two statisticians have analysed a general practitioner’s 
records of infectious diseases occurring in Wensleydale, 
since 1933. Wensleydale is a broad valley the 3,200 
inhabitants of which live in villages that vary in size from 
hamlets to those housing 300 to 400 inhabitants. There 
are a number of scattered farms and the height of these 
and the villages is from 600 to 1,000 ft. (180 to 300 m.) 
above sea-level. There is constant communication with 
two small country towns and between the villages. The 
area has 7 village schools and a grammar school, the 
latter being often concerned in the spread of infectious 
disease. Standards of living and comfort are high. 

The present study correlates influenza epidemics in 
Wensleydale with those in England as a whole. During 
the period these Wensleydale records were kept there was 
an epidemic in 1933 affecting most of the district lightly, 
a very big epidemic in 1937—both of these in the early 
months of the year—and an epidemic in 1943, beginning 
in November. The author who made the clinical 
observations was so sure of their accuracy that he labelled 
cases “ influenza ’’ in the years mentioned above and in 
all others “‘ febrile catarrh”’. In true influenza there was 
great uniformity in the symptoms, the patient being 
prostrate with a short unproductive cough, foul and 
coated tongue, intolerable aching in the limbs, and, 


commonly, epistaxis. In the febrile catarrh of 1940 ang 
other years chest symptoms were a great deal more, and 
general symptoms a great deal less, alarming. There 
were many patients with definite tonsillitis and otitis 
media. In the whole of the 1937 influenza epidemic, 
there was no instance of either. In 1943, 8 girls at the 
grammar school had been infected by a schoolmistress 
who returned from a weekend spent in Manchester and 
were in the main the origin of a brisk epidemic in the Dale. 
In 1933 a schoolmistress similarly started an epidemic of 
influenza among the school children and their relatives, 
A statistical study was made of the records of respira- 
tory infection over the period 1933-46, which included 
three major English influenza A epidemics and one B 
epidemic. Each of these epidemics was recognizable in 
the Yorkshire records. When the incidence in the eight 
groups of villages comprising the district was compared, 
there was a significant negative correlation between inci- 
dence in 1933 and 1936-7, which was taken as indicating 
the persistence of group immunity following an influenza 
A epidemic for 4 years. There was a significant positive 
correlation between the igcidence of the 1943-4 (A) and 
1945-6 (B) epidemics. J. Greenwood Wilson 


777. Post-examination of BCG-material. [In English] 
E. TORNELL. Acta Tuberculosea Scandinavica [Acta 
tuberc. scand.] 21, 241-273, 1947. 31 refs. 


The author reviews the results of BCG vaccination as 
carried out at, or in connexion with, the Dispensary in 
Boras, Sweden, run by the Vasterdsen Sanatorium. 
Between 1935 and 1945 over 10,000 persons were vac- 
cinated, including child and adult contacts, pupils in the 
leaving classes at elementary schools, factory-workers, 
and army conscripts. From 1946 onwards all newborn 
babies in the maternity homes were also vaccinated. 
Technique and isolation precautions are described in 
detail. The dose of vaccine used has gradually been 
increased over the years from 0-05 mg. to 0-06 to 0-08 mg. 
Wallgren’s intracutaneous method was employed and a 
wheal 10 to 12 mm. in diameter was aimed at. 

Out of 10,963 individuals only 17 developed tubercu- 
losis later; 12 of these, who had been exposed to infection 
before vaccination was completed, fell ill within 3 years 
of vaccination, but the other 5 became ill after 4 years. 
Of the dispensary patients 707 were followed-up after a 
lapse of 4 years; 72% were children and 28% were 
adults. There were 8 cases of tuberculosis; 6 of these 
were among 12 persons who were known to have been 
exposed to infection during the vaccination period, and 
the other 2 were from a group of 102 persons known to 
have been exposed after the vaccination period. In the 
two groups the proportion developing disease was thus 
as 50% to 2%, or, as is also shown in the paper, as 177 
cases per 1,000 observation years to 8-2 cases per 1,000 
observation years. Of the remaining 593 persons who 
were not known to have been exposed to infection after 
vaccination started, none developed disease. 

The Dispensary records of 119 unvaccinated tuberculin- 
negative relatives were examined, and the results were 
compared with those in the 102 individuals mentioned 
above. The subsequent tuberculosis morbidity in the 
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former was many times higher (19-3+3-6%). In those 
specially exposed it was 62-5%, an attack rate of 136 cases 
per 1,000 observation years. There is a great difference 
between the numbers of registered cases of tuberculosis in 
vaccinated and unvaccinated school children respectively 
(0:2340-01% compared with 4-8+0-7%). The author 
considers that BCG vaccine protects against adult types 
of tuberculosis as well as against primary infections. 

Allergy and immunity do not always run parallel. 
Although allergy fades out in about 4 years, a changed 
level of reaction does persist, indicating a certain degree 
of immunity. Nevertheless, all vaccinated persons who 
are tuberculin-negative after 4 years should be revac- 
cinated and persons who react only weakly should be 
retested each year, 

Drawbacks and complications were very few; trouble- 
some abscesses were for the most part due to defective 
technique. This is brought out in an analysis of the 
results obtained by 6 different doctors. The incidence of 
abscesses ranged from nil (15 cases treated) to 24 
(53 cases treated). 

[This is an important and instructive paper which 
should be read in full.] R. J. Lumsden 


778. Comparison of Axillar and Intraperitoneal Inocula- 
tion with Calmette-Guérin Vaccine 

Y. YAMAOKA and K. Oxayasu. American Journal of 
Diseases of Children [Amer. J. Dis. Child | 74, 703-706, 
Dec., 1947. 1 ref. 


This paper describes the use of Calmette-Guérin 
vaccine in the control of tuberculosis among employees 
of the Southern Manchuria Railway Company. The 
figures given relate to some 298 children, and it appears 
that although immunity developed more slowly after 
intraperitoneal than after axillary injections, since a 
positive Mantoux reaction was produced later when the 
vaccine was administered by the former route, the 
responses were the same in either case by the end of the 
ninth week. It is claimed that this form of vaccination, 
with other preventive measures, reduced the number of 
new cases arising in a large population by two-thirds 
within the space of a year. Patrick Mallam 


779. Scarlet Fever Immunization. Report on Reversal 
of Reactions to the Dick Test Through Use of a New Type 
of Antigen 

L. G. MacKaye and E. H. WATSON. American Journal 
of Diseases of Children [Amer. J. Dis. Child.] 74, 711-713, 
Dec., 1947. 


Interest in scarlet fever immunization has, to some 
extent, lapsed because the disease tends at the present 
time to be mild, and also because hitherto many injections 
have been required and have often caused unpleasant 
reactions. The introduction of new antigens has over- 
come these last two objections. The authors of this 
paper, employing a new scarlet-fever streptococcus toxin, 
report good results in two groups of student nurses and a 
third group of children and young adults. It seemed 
immaterial whether the injections were given intra- 
cutaneously or subcutaneously, though the latter route 
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is, mainly for technical reasons, the one of choice. Three 
doses were usually required at intervals of a month. A 
fourth injection was occasionally needed, after which 
the Dick reaction was reversed in practically 100% of 
cases in all three groups. None of the individuals so 
immunized contracted scarlet fever subsequently and 
there were no generalized reactions. Patrick Mallam 


780. Studies in Enterococcal Food Poisoning. I. The 
Isolation of Enterococci, from Foods Implicated in Several 
Outbreaks of Food Poisoning 
L. BucCHBINDER, A. G. OsLer, and G. I. STEFFEN. 
Public Health Reports [Publ. Hith Rep., Wash.] 63, 109- 
118, Jan. 23, 1948. 22 refs. 


Four outbreaks of food poisoning are described. In 
all cases there were comparatively short incubation 
periods, of 6 hours or less, and symptoms of mild gastro- 
enteritis; in the first outbreak diarrhoea was noted in 
only 2 cases. 

The first outbreak was in a children’s institution and 
involved about 74 persons, the vehicle being canned 
evaporated milk. The batch of milk was of poor quality, 
and commercial sterility—that is, less than 10 bacteria 
per ml.—was found in only 6 out of 43 cans examined. 
The second outbreak involved only 3 individuals in one 
family, and the vehicle was sponge cake topped with 
artificial whipped cream, the implicated organisms being 
in the skimmed condensed milk and the whipped cream. 
The vehicle in the third outbreak was barbecued beef 
eaten at a dinner, and over 74 persons were affected. In 
the fourth outbreak there were three groups of cases 
(9 persons in all); the three attacks were separated by 
short intervals and the vehicle was ham _ bologna. 
Examination of material from all four outbreaks did not 
reveal the usual food-poisoning bacteria, such as sal- 
monellae and staphylococci, but Streptococcus faecalis 
was isolated from all of the material, usually in large 
numbers. [It is claimed that this organism was responsi- 
ble for the outbreaks, but no steps were taken to prove 
that it produced an enterotoxin or other toxin capable of 
causing gastro-intestinal symptoms. No examinations of 
vomit, excreta, or other discharges are recorded. On the 
other hand, for example in the extensive barbecued-beef 
outbreaks, it was calculated that very large numbers of 
Strep. faecalis must have been consumed.] W. Savage 


781. Environmental Factors Influencing Health and 
Efficiency in Warships 

F. P. Exuts. British Medical Journal (Brit. med. J.) 1, 
587-592, March 27, 1948. 21 refs. 
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782. Clinical Report on Miners’ Nystagmus 
D. A. CampsBeELL. British Journal of Ophthalmology 
[Brit. J. Ophthal.] 32, 193-198, April, 1948. 


Forty-four miners under general treatment for 
nystagmus were studied regularly for 2 years; every 
effort was made to get them back to some form of work 
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quickly. The average duration of incapacity was 
6 months, and after the 2 years 41 were working. This 
compares favourably with another series of men who, 
under a different authority, did not appear to have been 
supervised in the same way; of these only 21 out of 43 
had found work. About 50% of certified patients appear 
to be able to take up light work within 3 months of 
certification, if they are pressed. From her work on 
cases of miners’ nystagmus the author has formed 
certain opinions, but the data on which they are based 
are not given. In her opinion the system of certification 
is unsatisfactory; a certified man may go without any 
treatment for months. Patients with nystagmus fall 
into three grades: . those who stay at work with symptom- 
less nystagmus, those who can be certified and have 
certain subjective symptoms, and those with a psycho- 
neurosis who develop blepharospasm on examination. 
It is suggested that miners with nystagmus should return 
to suitable work at once, that fitness for work and for 
certification should be judged from the outset by an 
ophthalmologist and a psychiatrist, and that men who 
are unfit for work should be given a holiday and should 
receive rehabilitation, preferably institutional. Com- 
pensation should be such that a return to work is 
financially attractive. Little has been done to prevent 
the disease, in spite of earlier recommendations in a 
Medical Research Council report. The disease affects 
skilled men in the prime of life. J. N. Agate 


783. The Dark Adaptation of Coal Miners Suffering 
from Nystagmus 

F. W. SHarpey. British Journal of Ophthalmology 
(Brit. J. Ophthal.| 32, 199-204, April, 1948. 6 refs. 


Miners with nystagmus commonly have poor dark 
adaptation. Controlled tests were carried out on miners 
with nystagmus, unaffected miners, and subjects who were 
not miners, to determine the final rod threshold. A 
Hecht-Shlaer adaptometer calibrated in log micro- 
micro-lamberts (log 1) was employed. In this instru- 
ment a fixation point and a test light in short flashes are 
used. The threshold was computed statistically from 
the results of five repetitions of a series of flashes in 
random order of brightness; this gives a precision of 
0-1 log pl when tested on normal controls. In this 
somewhat selected control group the usual continuous 
increase in the threshold with advancing age was demon- 
strated. The variability for the same subject tested on 
different occasions was found not to be significant when 
compared with the differences between individuals. 
Some 76 miners with and without nystagmus were tested 
at periods of months or years from certification. Many 
of these were in the age group 40 to 50 years. All the 
individual dark-adapted threshold values were therefore 
corrected, according to the mean figures obtained from 
each age group of the control series, to conform with the 
age group 40 to 50 years, in order to allow for the natural 
effects of age. The corrected threshold values for ail 
the miners, regardless of symptoms of nystagmus, were 
substantially higher than the normal figure of 2-07 ppl. 
The men without nystagmus had attended for minor eye 
injuries or defective sight. J. N. Agate 
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784. A Comparison of Dark Adaptation in Miners with 
their Nutritional State 


D. A. Campse_t and E. Tonks. British Journal of 


Ophthalmology (Brit. J. Ophthal.| 32, 205-208, April, 
1948. 


Inquiry was made into the state of nutrition of 100 
miners, and the levels of vitamin A and carotene in 
plasma, in.conjunction with the dark-adaptation tests 
reported in the previous paper (Abstract 783). Plasma 
alkaline phosphatase was also estimated to detect any 
deficiency of vitamin D, which might be expected in 
miners, and liver function was studied. Men with 
nystagmus working underground or on the surface were 
compared with other miners in similar circumstances who 
were not suffering from nystagmus, and with normal 
controls who were not miners. There was no correlation 
between dark-adaptation threshold values ard the level 
of vitamin A in the blood, but the latter tended to be 
higher in non-miners and surface workers than in those 
with nystagmus or in normal underground workers, 
Nor was there a correlation between plasma vitamin A 
or D on the one hand, and age, occupation, or incidence 
of nystagmus on the other. It appears, therefore, that 
the raised threshold for dark adaptation previously 
noted as a constant feature among miners is not due toa 
lack of vitamins A and D or to any obvious nutritional 
disturbance. ‘ J. N. Agate 


785. The Psychiatric Aspect of Miners’ Nystagmus 
E. S. STERN. British Journal of Ophthalmology (Brit. J. 
Ophthal.| 32, 209-224, April, 1948. 2 figs., 19 refs. 


A routine psychiatric investigation was carried out 
upon 70 individuals who had been referred from an 
ophthalmic clinic. The ophthalmic findings were then 
consulted and the cases classified as follows: (a) certified 
cases of nystagmus with eye oscillations, (6) certified 
cases without oscillations, (c) suspected early cases 
without oscillations, (d) cases with oscillations but at 
work without symptoms, and (e) controls. Individual 
psychiatric summaries are given. 

The groups containing the nystagmus cases showed a 
high incidence of hysterical conversion symptoms and 
anxiety neurosis. The author thinks it possible that the 
photophobia, subjective rotation of objects, giddiness, 
blepharospasm, and headaches of men with miners’ 
nystagmus are hysterical. The first two groups above 
showed a significantly higher incidence of psycho- 
neurotic symptoms than did the controls. Analysis of 
the past medical and family histories did not suggest 
that nystagmus could be eliminated by any form of pre- 
employment selection, nor would this be desirable as 
these men give many years of active service before 
becoming disabled. There was no significant difference 
between the means of the ages of the men in groups 4 
and 5, or between the means of their respective periods 
of working life before the onset of symptoms. The 
control group is shown not to have been comparable to 
them in these respects. Amongst social factors, in- 
security of employment may be a factor in the aetiology. 
The oscillations in miners’ nystagmus are often circular; 
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it is suggested that lateral nystagmus is initiated by strong 
convergence on entering the dark environment and is 
aggravated by emotional strain as in night fliers, while 
vertical nystagmus results from the miner having to look 
upwards from unusual working positions; summation 
of these two motions at right angles could then give 
circular, elliptical, or diagonal eye movements. Hysteri- 
cal subjects could perpetuate them even in normal 
conditions of lighting and working. In general, miners’ 
nystagmus appears to be a psychosomatic condition with 
eye symptoms, and is related to prolonged work under 
emotional stress in an awkward position in the dark. 
Some men show oscillations but have no symptoms, but 


this does not invalidate this view, for oscillations may be’ 


a further stage in the hysterical conversion of symptoms. 
The high incidence of mild types of mental disorder in 
all the above groups is explained on the grounds that 
miners are under constant psychological stress; they 
also live by disfiguring and laying waste their environ- 
ment, and are apt to regard themselves as a rejected 
people. The author suggests that the term “ miners? 
nystagmus” should no longer be used, and that men 
with symptoms should be referred to a psychiatrist as 
early as possible; all such men should be found work 
above ground at once. The lighting of mines and the 
miners’ posture should be improved, and the men should 
be given economic security. J. N. Agate 


786. A Comparison of Dark Adaptation with the 
Psychological State in Miners 

D. A. CAMPBELL. British Journal of Ophthalmology 
[Brit. J. Ophthal.] 32, 225-226, April, 1948. 1 ref. 


Previous work has suggested that airmen with anxiety 
states have poor night visual capacity. Dark-adaption 
threshold tests and psychological states have therefore 
been compared in miners. There is no significant 
relation between them. J. N. Agate 


787. Binocular Vision in Miners 

D. A. CAMPBELL, R. HARRISON, and J. VERTIGEN. 
British Journal of Ophthalmology [Brit. J. Ophthal.] 32, 
226-232, April, 1948. 4 refs. 


A study of the behaviour of the eyes under conditions 
of low illumination was made in the hope of finding the 
mode of onset of miners’ nystagmus. Binocular vision 
in full light and full dark-adaptation was tested on a 
synoptophore; in dark-adaptation the illumination was 
comparable to that at the coal-face, but not low enough 
to exclude foveal vision. Stereoscopic vision, fusion, 
ductions, and simultaneous perception were tested in 
this order. Miners were found who were working 
happily at the coal-face with strabismus or with high 
degrees of hypermetropia but low visual acuity, neither 
type having binocular vision. In all the subjects tested 
the subjective angle became convergent in dark- 
adaptation, but in those with nystagmus this was less 
marked. In most of the miners an abnormal fixation 
was demonstrated. The number of persons with poor 
Stereoscopic vision increased with advancing years in all 
groups tested. Compared with a control series of non- 
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miners, the number of normal miners with poor stereo- 
scopic vision was high, but amongst a group of miners 
with nystagmus it was higher still. Miners, both with 
and without nystagmus, had greater power of adduction 
than normal controls if there was good stereoscopic 
vision, but if there was not they had hardly any power of 
adduction at all. In men with long-standing nystagmus 
binocular vision tests are precluded by photophobia, 
blepharospasm, or psychological abnormality. In the 
intermediate stages some fusion, duction, and stereo- 
scopic vision are present. In the early stages the 
nystagmus may be of various types, and some miners 
with symptoms have no detectable nystagmus, although 
they have some degree of suppression in one eye, and poor 
duction. 

The authors think that patients with long-standing 
nystagmus have often developed so severe a psycho- 
neurosis that they are untreatable by the time they are 
first seen by an ophthalmic surgeon. They suggest that 
in cases of nystagmus there is breakdown of binocular 
vision under conditions of low illumination. Stereo- 
scopic vision can be maintained even in low degrees of 
acuity, and is more likely to be due to rapid alternation 
of monocular impressions brought about by small 
fusional movements of the two eyes than to summation 
of stimuli from the two eyes. The explanation of the 
intolerable symptoms brought about by nystagmus at 
the age of presbyopia is still to be sought. 

J. N. Agate 


788. Selenium Burn of the Eye. Report of a Case, 
with Review of the Literature 

J. M. MippLeton. Archives of Ophthalmology [Arch. 
Ophthal., Chicago] 38, 806-811, Dec., 1947. 1 fig., 
14 refs. 


Selenium and its compounds are used in the manufac- 
ture of ruby glass and stainless steel and in a wide range 
of industrial processes. They have been the cause of 
many cutaneous burns as well as of acute and chronic 
types of general intoxication; but no case in a human 
being of selenium burn of the eye has hitherto been 
published. Most of the selenium compounds are vesi- 
cants, producing lesions comparable to severe and 
intractable acid burns. 

In the present case, the patient, a chemist aged 36, 
was accidentally sprayed with selenium dioxide, sustaining 
burns of both eyes. When examined an hour after the 
accident he had severe burning pain, lacrimation, and 
extreme blepharospasm. Palpebral and bulbar con- 
junctivae were intensely injected. There were first-degree 
burns of the face and eyelids. Six hours later there was 
marbling of the lower half of the bulbar conjunctiva with 
fluorescein staining of this and the lower part of the 
cornea. Sixteen hours later signs and symptoms were 
more pronounced and vision was blurred. A mucous 
membrane graft was applied to the lower half of the right 
eye. This eye recovered more promptly than the left, 
but the graft led to a post-operative ectropion and partial 
symblepharon. Complete recovery from the acute 
symptoms occurred within 10 days. 


A. J. Ballantyne 


|_| 
vith 
of 
ril, 
100 
in 
ma 
ny 
in 
“ith 
ere 
nal 
ion 
vel 
be 
ose 
iA 
nce 
hat 
isly 
Oa 
nal 
Out 
an 
ren 
ied 
ied 
ses 
at 
ual 
da 
ind 
the 
TS 
ove 
ho- 
of 
rest 
re- 
as 
ore 
nce 
sa 
ods 
Phe 
to 
in- 


230 HYGIENE AND PUBLIC HEALTH 


789. The Aluminium Lung: A New Industrial Disease. 
(Die Aluminiumlunge—eine neue Gewerbeerkrankung) 
G. GorALEWSsKI. Zeitschrift fiir die Gesamte Innere 
Medizin [Z. ges. inn. Med.] 2, 665-673, Nov., 1947. 
13 figs., 33 refs. 


The author suggests that the inhalation of any dust 
causes trouble only when other factors—climatic, 
dietetic, and environmental—combine to injure the 
patient. Only on this assumption is it possible to 
understand why some individuals appear to be immune 
to the effect of dust inhalation. Despite arguments 
against his views the author claims to have incontro- 
vertible evidence that aluminium dust may cause rapid 
and progressive morbid changes in the lungs. He has 
chosen the term “aluminium lung” to define most 
clearly the entity described. 

He considers that the apparent recent increase in lung 
diseases due to aluminium dusts is attributable to a 
change in the process of manufacture. The aluminium 
powder sold under the name of “ bronze powder” 
contained stearin, which had been added during the 
stamping process. But when aluminium was needed as 
a powder for military purposes the addition of stearin 
was no longer desirable. This explains the more frequent 
and serious cases of dust disease reported just before and 
during the war. Jager believes that the aluminium 
particles protected by stearin do not penetrate the lung 
tissue as a solution but are taken up by phagocytes; 
without this protection solution readily occurs. The 
aluminium ion precipitates proteins and in this way 
attacks lung tissue, causing rapid destruction, distortion, 
and fibrosis. It is said that these changes may be 
distinguished from those due to coal, iron, stone, and 
asbestos dusts. 

It was found that the estimation of the respiratory 
capacity, especially during work under a load, gave 
valuable information about the amount of damage 
caused by the dust. But even at rest the diminished 
respiratory reserve is often noted long before there are 
any radiological changes. The morbid changes do not 
occur in any clearly defined order, but there is rapid 
spread of diffuse hyaline degeneration with particular 
injury to the elastic tissue. It is difficult to distinguish in 
the radiograph the aluminium lung from one which is 
tuberculous, but spontaneous pneumothorax is common 
and the loss of elastic tissue produces characteristic dis- 
tortions of the pulmonary and cardiac outlines. The 
macroscopic changes recorded are readily explained from 
examination of microscopical sections. G. C. Pether 


790. Pneumonokoniosis in New South Wales Coal 
Miners 

A. T. Nispet. Medical Journal of Australia [Med. J. 
Aust.] 1, 389-396, March 27, 1948. 2 refs. 


The author, who is radiologist to the ** Special Pneumo- 
nokoniosis Board of New South Wales ’’, describes the 
working of this board, which is one of three operating in 
that State. The coal that is mined there is a soft variety 
and has a silica content varying from 0-4 to 4:0%; no 
anthracite is found in Australia. The average number of 
employees in New South Wales collieries between 1941 


and 1946 was 17,600. The incidence of incapacitating 


pulmonary fibrosis due to dust was 4-90 per 1,000. 


employees per year (2:75 partially and 2-15 totally 
incapacitated). 

Comparing the radiological appearances in the lungs of 
coal miners in New South Wales with those in Britain, 
the author finds that the earliest identifiable changes are 
those of a nodular fibrosis rather than a reticulosis in his 
area. Enlargement of the hilar and mediastinal lymph 
nodes is unusual in N.S.W., and it is unusual to find any 
evidence of tuberculosis. Linear fibrosis is a common 
finding but is not by any means confined to coal-workers 
and cannot be taken as evidence of damage by dust. The 


‘author reports that, if much linear fibrosis is detected in 


the radiograph of a coal-miner, there is usually little or. 
no sign of nodular fibrosis. From this he concludes that 
the presence of chronic bronchitis is protective against 
the action of inhaled dusts, and suggests that the increased 
[inflammatory] secretions in the bronchi trap the dust 
particles, which are later expectorated. [This is an 
jnteresting observation, but it is doubtful whether 
workers elsewhere will agree that chronic bronchitis has 
a protective influence. ] H. E. Harding 


791. Fatal Pneumonia after Inhalation of Glass Dust 
During Preparation of a Synthetic Substance from Glass 
Wool. (Tédliche Pneumonie nach Glasstaubinhalation 
durch Verarbeitung eines Kunststoffes aus Glaswolle) 
G. Kanuau. Frankfurter Zeitschrift fiir Pathologie 
[Frankfurt. Z. Path.] 59, 143-150, Nov. 25, 1947. 1 fig., 
12 refs. 


An interior decorator, aged 67, fell ill after working for 
5 weeks with an artificial material described as glass wool. 
A left-sided lobar pneumonia was diagnosed. At 
necropsy the principal findings were: (1) lobar 
pneumonia of the left upper lobe with many small 
abscesses; (2) encapsulated empyema; (3) purulent 
bronchitis; (4) bronchopneumonia of the right lower 
lobe; (5) fibrinous pericarditis. Pseudomonas pyocyanea 
was cultured from one of the abscess cavities. Micro- 
scopically, the right lobe showed the typical picture of 
an acute bronchopneumonia, but the alveoli of the left 
upper lobe contained but few polymorphonuclear cells 
and were filled with fibrin and numerous histiocytes, 
which frequently incorporated small clear unstainable 
transparent bodies. The silica content of the lungs was 
not greatly increased (15% SiO, in fhe ashed tissues). 
This, according to the author, is not surprising, as the 
total quantity of inhaled glass dust must have been 
comparatively small. The diameter of over half of the 
inclusion bodies proved to be 10 yu (none was larger); 
this was also the diameter of the thread of the giass 
wool. The ashed lung and the glass wool both contained 
about 0-08 jug. [per cent?] of lead. These findings suggest 
that the pneumonia was due to inhaled glass dust. 

R. Salm 


792. Studies in Occupational Morbidity 

I. SUTHERLAND and G. P. B. WuitweLL. _ British 
Journal of Industrial Medicine {Brit. J. industr. Med.) 5, 
77-87, April, 1948. 5 refs. 
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Anatomy and Cytology 


793. On the Function of the Crico-arytaenoid Joints in 
the Movements of the Vocal Cords 

A. R. D. SNELL. Proceedings of the Koninklijke Neder- 
landsche Akademie van Wetenschappen [Proc. K. nederl. 
Akad. Wet., Amst.] 50, 1370-1381, Dec., 1947. 6 figs., 
10 refs. 


An anatomical investigation of the larynx in Javanese 
subjects has led to the conclusion that the usual descrip- 
tion of the movements of the arytenoid cartilages is 
wrong in some important respects. The author’s main 
contention is that there is no rotatory movement round a 
vertical axis. There is one pair of axes obliquely set at 
an angle of some 40 degrees to the sagittal plane and some 
60 degrees to the horizontal plane—that is, the plane of 
the lower margin of the cricoid cartilage. The axes are 
parallel to the upper border of this cartilage. The 
articular surface is cylindrical and the chief movement is a 
rocking one round the axis of this cylinder. In a section 
in the plane of the axis the articular surface shows a 
straight line; in one at right angles to the axis the articular 
outline is that of a cylinder. A gliding movement is still 
attributed to the arytenoids, along the lines of the axes 
only. The crico-arytenoid ligament is the “ leading- 
string’ of the movements, its point of insertion corre- 
sponding exactly with the point of entry of the axis to 
this cartilage. In the rocking movement the arytenoid 
falls over, laterally and backwards or medially and 
forwards, the vocal and muscular processes being raised 
or depressed, but always in opposite directions. These 
views on the movements lead to a modified description 
of the muscular actions. D. T. Barry 


794. The Origin of the Megaloblast. (Uber die 
Genese der megaloblastischen Blutbildung) 

U. HaeneL. Klinische Wochenschrift (Klin. Wschr.] 26, 
8-12, Jan. 1, 1948. 3 figs., 15 refs. 


The author considers that the megaloblasts of perni- 
cious anaemia constitute a series of cells quite distinct 
from normoblasts; they are derived directly from reti- 
culum cells, which are pluripotent mesenchymal cells. 
The anti-pernicious anaemia factor permits development 
of the normoblast series, and in its absence the reticulum 
cells undergo abnormal development to haemoglobin- 
containing megaloblasts. G. Discombe 


795. Presentation of Two Bone Marrow Elements: 
The “* Tart ’’ Cell and the ** L.E.’’ Cell 

M. M. HarGrAves, H. RICHMOND, and R. MortTON. 
Proceedings of the Staff Meetings of the Mayo Clinic 
[Proc. Mayo Clin.] 23, 25-28, Jan. 21, 1948. 1 fig. 


The ** L.E.”’ cell is found in acute disseminated lupus 
erythematosus, and appears to result from phagocytosis 
of nuclear material by a mature polymorphonuclear 


leucocyte; the phagocytosed material shows any degree 
of lysis, in some cases retaining the chromatin pattern 
of a nucleus and in others appearing to be almost com- 
pletely digested. The “ tart” cell occurs in almost all 
specimens of marrow, but is particularly common in 
marrow from patients with serious illness. It is usually a 
histiocyte or monocytoid reticulo-endothelial cell con- 
taining a second nucleus which stains a redder colour 
than the primary nucleus; the second nucleus shows no 
degenerative changes. Rarely there are two secondary 
nuclei. It is suggested that the second nucleus results 
from a previous abortive mitotic division. [It is very 
difficult to recognize these cells from the pictures. ] 
G. Discombe 


796. Function of the Lymphocyte 
O. A. TROWELL. Nature (Nature, Lond.] 160, 845-846, 
Dec. 13, 1947. 


_ This is a brief account of recent American work on the 
role of the lymphocyte in the production of plasma 
y-globulin and its control by the pituitary corticotrophin 
and adrenal cortical hormone. The 200,000,000 lympho- 
cytes that enter the blood stream each hour return to the 
germinal centres of the lymph nodes and there either shed 
their cytoplasm or undergo complete destruction. In 
either case the y-globulin that has been elaborated in the 
lymphocyte cytoplasm during its journey round the body 
is liberated into the blood stream. The main function 
of the lymphocyte is to manufacture plasma y-globulin, 
which is distinguished from other plasma proteins by 
not being synthesized in the liver. The antibodies of the 
blood are known to be specific modifications of the normal 
plasma y-globulin. In an immunity reaction the lympho- 
cytes, it is thought, elaborate the specific y-globulin 
antibody instead of the normal substance. The import- 
ance of lymphocytes in antibody reactions has long been 
suspected and is thus confirmed. 

The adrenal influences plasma y-globulin production 
because the cortical hormone stimulates the dissolution 
of lymphocytes in the germinal centres and so increases 
production of y-globulin and of specific antibodies. 
The anterior pituitary corticotrophin has the same effect 
in the presence of a functioning adrenal cortex. The 
effect is quite rapid and the lymphopenia after a single 
injection of adrenal cortical hormone reaches a maximum 
in 12 hours. If an animal is immunized to an antigen, 
and, when all the resultant antibody has disappeared 
from the blood, an injection of adrenal cortex hormone 
is given the antibody reappears in considerable amounts. 
This experiment, if confirmed, has obvious applications 
in treatment. 

The work showing that the total amount of lymphoid 
tissue in the body is also under pituitary—adrenal control 
is briefly noticed. All these results await confirmation. 

M. C. G. Israéls 
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Physiology and Biochemistry 


797. Effect of Prolonged Phosphate Administration on 
Metabolism of Resting and Working Subjects. (Ober die 
Wirkung linger dauernder Phosphatzufuhr auf den 
Stoffwechsel in Ruhe und Arbeit) 

R. EnrenserG. Deutsche Medizinische Wochenschrift 
[ Disch. med. Wschr.| 73, 44-47, Jan. 23, 1948. 2 refs. 


Healthy young soldiers were studied at rest and work- 
ing on the ergometer before and during a course of 
recresal"’ (NagHPO,, 0:336 g., NaH,PO, 0-029 g., 
excipient, 4 tablets daily); each subject was tested 
3 times after a month without recresal. While the men 
were taking the tablets the total respiratory volume and 
the volume of oxygen utilized were 5 to 12%, less than 
during the control period. Measurements were made 
on 12 convalescent patients receiving the tablets, and 
12 convalescent controls who had no phosphate; only 
the resting respiratory volumes were noted. Over periods 
of 8 to 25 days the control series showed a reduction in 
respiratory volume of 6%, in oxygen consumption of 
6°: the figures for the test series were 11 and 4% 
respectively. ‘Treatment with small doses of phosphates 
increases the efficiency of respiratory exchange in healthy 
subjects and in convalescents. 

[It has been known for years that KH,PO, in doses of 
3 to 7 g. will increase considerably the muscular work of 
which an individual is capable during the 3 to 6 hours 
after its ingestion. If 50 g. glucose is added the effect is 
enhanced. } G. Discombe 


798. Some Factors Affecting the Acidity of Urine in 
Man 

M. G. EGGietTon. Journal of Physiology (J. Physiol.] 
106, 456-465, Oct. 15, 1947. 6 figs., 6 refs. 


An increase in the urine acidity (hydrogen-ion con- 
centration) may be due not only to increased output of 
hydrogen ions but also to a reduction in buffering power. 
In experiments on 30 to 40 subjects the pH, ammonia 
concentration, and buffering power of urine were 
measured after the ingestion or intravenous injection of 
certain substances. Buffering power is defined as the 
sum of the titratable acidity value (urine titrated to pH 
8-0) and the titratable alkalinity value (urine titrated to 
pH 4:8). An increased acidity of the urine accompanied 
by an increase in buffer output, two-thirds of which is 
due to phosphate, follows the ingestion of ammonium 
sulphate or chloride. Intravenous injections of hyper- 
tonic sucrose or sodium sulphate cause a rise in hydrogen- 
ion concentration and a fall in buffer output, whereas the 
ingestion of hypertonic urea causes a fall in hydrogen-ion 
concentration and a rise in buffering power. Diuresis 
gives rise to an increased output of buffer substances 
which masks the inverse relation between hydrogen-ion 
concentration and buffer output. The hypothesis is 
advanced that the increase in urine acidity, fall in buffer 


output, and relatively small diuresis which follow the 
injection of sodium sulphate and sucrose are due to 
secretion of antidiuretic hormone. E. F. McCarthy 


799. Variations in Spermatogenesis of Oligospermic 
Men 

B. Zonpek, Y. M. BromBerG, and Z. PoLisHuK. Nature 
[Nature, Lond. 161, 176, Jan. 31, 1948. 


Two women, whose husbands had sperm counts of 
5,000,000 and 10,000,000 per ml., became pregnant; 
this suggests that the low counts were not invariable, 
Twenty-one men with a low sperm count when first 
examined (all the counts were under 30,000,000 and 12 
were under 10,000,000 per ml.) were re-examined 5 to 
7 times, always at least 5 days after ejaculation. In 
13 of the subjects there were fairly consistent low counts 
with variations of less than 12,000,000 per ml. The 
counts in the other 8 cases fluctated considerably, 2 speci- 
mens from the same man differing by as much as 
43,000,000 per ml.; 5 of these men had 60,000,000 
sperms per ml. in some ejaculates and 2 of their wives 
became pregnant. It is concluded that oligospermia 
may be constant or periodic and that single counts may 
mislead. Peter C. Williams 


CIRCULATORY SYSTEM 


800. Cardiovascular Response to Posture and _ the 
Problem of Faintness and Syncope in the Semi-starved 
Individual 

H. L. Taytor, A. HENSCHEL, and A. Keys. American 
Journal of Physiology [Amer. J. Physiol.] 152, 141-149, 
Jan., 1948. 1 fig., 17 refs. 


Thirty-one males, aged 20 to 23 years, who required a 
daily calorie intake of 3,490 Calories to maintain a con- 
stant weight in a carefully controlled laboratory test, 
received an average of 1,658 Calories per day for 6 
months. They were then given a prescribed diet for 
12 weeks of rehabilitation and then food was allowed 
ad libitum until the twentieth week, when the rehabilita- 
tion observations were made. Thirty-one subjects were 
studied during semi-starvation and during the initial 12 
weeks of rehabilitation and 12 at the end of the twentieth 
week of rehabilitation. In the semi-starvation period an 
average of 24% of body weight was lost, and bradycardia, 
oedema, polyuria, weakness, and depression developed. 
The subjects were studied under basal conditions on a 
tilting table at 68 degrees for 5 minutes; the pulse rate at 
the apex and the blood pressure at 30 second intervals 


were measured. The blood-sugar concentrations under, 
basal conditions and after a 30-minute walk on a treadmill ~ 


at 3-5 miles (5-6 km.) per hour and a “* 10% grade ”’ were 
determined. Mean values, standard deviations, dif- 
ferences, and the “ score” according to Crampton were 
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computed before and after 12 and 24 weeks of semi- 
starvation. During semi-starvation, the Korotkow 
sounds became muffled and in only 10 subjects was it 
possible to record diastolic pressures satisfactorily. In 
these 10 subjects pulse rate and blood pressure were 
altered to the same extent in the tilted and horizontal 
positions. After 20 weeks’ rehabilitation, the original 
weight was regained and the tilting responses, as judged 
by pulse rate and systolic pressure, were slightly better 
than those obtained in the control period before starva- 
tion. Four out of the 31 patients fainted on the tilt table 
in the control observations, but not after 12 weeks’ 
semi-starvation, although in 2 subjects the duration of 
the tilt was doubled. One subject who fainted during the 
control period did not faint at the end of 12 or 24 weeks 
of semi-starvation but did faint after 4 minutes’ tilting 
after 20 weeks’ rehabilitation. Temporary “ blackouts ” 
and light-headedness on suddenly standing up from a 
chair or bed were almost universal during the first 
6 weeks of the starvation regimen but these symptoms 


- diminished as the experiment continued. The basal 


blood-sugar values per 100 ml. blood were 63-4-.4-4 mg. 
after 24 weeks’ semi-starvation, 73-14.317 mg. after 
12 weeks’ rehabilitation; after work they were 71-4+- 
5-6 mg. in the control period and 59-8--6-0 mg. after 
24 weeks’ starvation. C. C. N. Vass 


801. The Effect of Local Compression Upon Blood Flow 
in the Extremities of Man 

M. H. HALPERIN, C. K. FRIEDLAND, and R. W. WILKINS. 
American Heart Journal [Amer. Heart J.] 35, 221-237, 
Feb., 1948. 12 figs., 8 refs. 


The blood flow to the limbs of volunteer subjects was 
estimated under normal conditions and when pressures 
of from 10 to 50 mm. Hg were applied locally to the 
limbs. The blood flow was estimated by measuring 
skin temperatures, by determining the arterial-venous 
oxygen difference, and by the use of plethysmographs. 
With all methods there was an appreciable decrease of 
the blood flow when 20-mm. pressure was applied to the 
limb, and even the application of so low a pressure as 
10 mm. Hg caused a detectable diminution in blood flow. 

H. E. Holling 


802. Endocrine Influence of Cardiac Output and Oxygen 
Consumption in Dogs 

H. L. Wuire, P. HEINBECKER, and D. ROLF. American 
Journal of Physiology [Amer. J. Physiol.] 151, 239-244, 
Dec., 1947. 2 figs., 14 refs. 


Working at the Washington University School of 
Medicine, St. Louis, Missouri, on a small number of dogs 
(one or two for each type of experiment), the authors have 
investigated the effect on cardiac output (C.O.) and 
Oxygen consumption (O.C.) of simple hypophysectomy, 
thyroidectomy, denervation of the neural hypophysis, 
and administration of anterior lobe extract. The Fick 
method of determining C.O. and O.C. was used. After 
thyroidectomy there was a fall in C.O. to 78%, and in O.C. 
to 65°... Administration of “ preloban”’, 225 units for 
7 days, caused a 100°, increase in C.O. in the normal 


animal; in the thyroidectomized animal no rise in C.O, 
took place, but there was a slight rise in O.C. in one 
animal. Preloban for 9 days raised both values in one 
dog. After hypophysectomy there was a marked fall in 
C.O. and O.C.; administration of preloban caused values 
to return to normal in one dog, but had no effect in 
another. Hypophysectomy together with thyroidectomy 


‘caused a greater fall in C.O. and O.C. than did either 


operation alone. After neural lobe denervation with 
development of diabetes insipidus there was no alteration 
in C.O. or O.C. Elliot E. Philipp 


803. The Histaminolytic Action of Blood During 


y 
G. V. Anrep, G. S. BARsouM, and A. IBRAHIM. Journal 
of Physiology [J. Physiol.| 106, 379-393, Oct. 15, 1947. 
4 figs., 12 refs. : 


The authors describe a simplified and rapid method for 
estimating the histaminolytic index (HI) of blood—that 
is, the percentage of histamine diphosphate destroyed in 
30 minutes at 37° C.—the initial concentration being 


3 pg. per ml. Negative findings are reported in 150 tests: 


for histaminolysis in normal human blood, plasma, or 
serum. Similar results were obtained with the blood of 
patients with tuberculosis, cancer, allergy, and heart 
failure, and in various febrile states. In the blood and 
serum of dogs, cats, rats, and horses there was no 
histaminolysis, and in those of pigs, camels, sheep, and 
rabbits indices ranged from 15 to 30%. Subcutaneous 
injections of histamine in dogs and human subjects did 
not stimulate histaminolysis. The HI was determined in 
136 cases of normal pregnancy. Histaminolysis is 
apparent in the third month of pregnancy and increases 
steadily to a maximum at term. The HI rapidly declines 
in 48 hours after delivery to less than a quarter of the 
observed maximum. The low HI of foetal blood indi- 
cates that this is not the source of the high HI of the 
mother’s blood. Extracts of placenta had a histamino- 
lytic action 10 to 15 times greater than that of serum, and 
the evidence points to the placenta as the source of the 
histaminolytic agent. The placentae of the dog, water 
buffalo, cow, horse, and pig had no _histaminolytic 
action. Histaminolysis was found in the placenta of the 
rat, although rat blood in pregnancy has little or no 
histaminolytic power. There is no marked difference 
between the histaminolytic power of human placental 
extracts obtained at early or late stages of pregnancy. 
E. F. McCarthy 


RESPIRATORY SYSTEM 


804. Causes of Skin Cooling in Pressure Breathing, 
Deep Inspiration and Deep Expiration 

V. De LALLA. American Journal of Physiology [Amer. J. 
Physiol.] 152, 122-130, Jan., 1948. 4 figs., 18 refs. 


Peripheral vascular changes were observed by means of 
thermocouples on the fingers and by the finger plethysmo- 
graph of Fenn and Chadwick (Amer. J. Physiol., 1947, 


151, 270). A boot plethysmograph was also used (Fenn. 


et al., Amer. J. Physiol., 1947, 151, 258). Positive 
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pressure breathing at a pressure of 20 cm. H,O resulted 
in a fall in skin temperature of about 0-3° C. during the 
first minute. The temperature rose towards normal 
thereafter and after 7 minutes was maintained at a level 
slightly lower than the original. Similar but somewhat 
greater changes were observed when a pneumatic vest 
inflated from the air supply line was worn, indicating that 
the effect was not due to expansion of the chest, and the 
effect was still observed when a pneumatic cuff inflated 
to 70 mm. Hg was applied to the arm proximal to 
the thermocouples, indicating that changes of venous 
pressure were not, responsible. Vasoconstriction in the 
extremities was confirmed by plethysmography, local 
venous pressure being stabilized by an inflated cuff proxi- 
mal to the plethysmograph. Negative pressure breathing 
from a reservoir at —20 cm. H,O resulted in a fall in 
skin temperature of 0-1° to 0-6° C., also associated with 
peripheral vasoconstriction, and lasting from 1 to 4 
minutes. A single deep inspiration or expiration caused 
skin cooling, and vasoconstriction of the same order of 
magnitude, lasting for from 1 to 5 minutes. Blood flow 
in the fingers was reduced by about 90% immediately 
after the respiratory movement, returning gradually to 
normal. It is suggested that pressor receptors in the 
right auricle and intrathoracic veins may initiate this 
reflex vasoconstriction, and that similar receptors may be 
present in the large extrathoracic veins. 
D. McK. Kerslake 


805. An appraisal of Intermittent Pressure Breathing 
as a Method of Increasing Altitude Tolerance 

M. EcKMAN, B. Baracu, C. Fox, C. C. Rumsey, E. 
SoMKIN, and A. L. BARACH. Journal of Aviation 
Medicine [J. Aviat. Med.] 18, 565-576, Dec., 1947. 7 
refs. 


Four subjects breathed 100% oxygen at ambient 
pressure by means of a pneumolator set to deliver gas at 
a mean positive pressure of 15 mm. Hg at an altitude of 
42,300 ft. (12,690 m.). The pneumolator was also used 
at 45,000 ft. (13,500 m.). Arterial blood samples showed 
that about one-half of the mean applied pressure was 
transmitted to the gases of the blood. The rise in 
arterial oxygen saturation from 81 to 94% with the 
pneumolator was largely due to alkalosis resulting from 
hyperventilation. At ambient pressure the mean 
arterial CO, tension was 35:7 mm. Hg, with a blood pH 
of 7-46. With the pneumolator the CO, tension fell to 
20-8 mm. Hg and the pH rose to 7:61. The subjects had 
symptoms of alkalosis, and in some cases tetany. The 
results suggest that the increase in arterial oxygen satura- 
tion achieved by the use of the pneumolator is offset by 
the effects of the hyperventilation which it induces. 
There is not this disadvantage when constant pressure 
breathing is employed. 

The Hecht visual discrimination test and arithmetical 
problem tests were applied to 5 subjects breathing air at 
ambient pressure and with the pneumolator set at 0 to 
28 mm. Hg at altitudes of 16,000 ft. (4,800 m.) and 17,000 
ft. (5,100 m.). Observations were also made at 42,300 ft. 
(12,690 m.) with the pneumolator and constant pressure 
breathing at 15 mm. Hg. At 16,000 and 17,000 ft. there 


was little change in performance when the pneumolator 
was used. Vision was improved in one subject. In the 
arithmetical test the performance of 2 subjects improved, 
of 2 became worse, and of one was unchanged. The 
same average decrease in visual discrimination was found 
with both methods of pressure breathing at 42,300 feet. 
With constant pressure the arithmetical test gave the same 
results as at sea level. A deterioration in performance 
was observed when the pneumolator was used, but this 
was not definitely significant. In about half the tests the 
subjects complained of numbness and tingling of the 
fingers and numbness of the lips when the pneumolator 
was used. There were 3 cases of overt tetany with carpo- 
pedal spasm. Two subjects preferred constant pressure 
breathing and 3 the pneumolator. The incidence of 
symptoms with the pneumolator decreased as the 
subjects became more experienced. ; 
D. McK. Kerslake 


806. Studies on Asphyxia. II. Effects of Carbon 
Dioxide Inhalation on an Anoxic Animal 

H. J. Ivy, F. S. Gropins, H. F. ADLER, and F. E. Snapp. 
Journal of Aviation Medicine [J. Aviat. Med.| 18, 577- 
589, and 622, Dec., 1947. 7 figs., 13 refs. 


The effects, observed by many workers, of the admini- 
stration of carbon dioxide to anoxic animals may have 
been partially due to “ oxygen inhibitions ’’, because in 
most studies the carbon dioxide was given with high 
concentrations of oxygen. The phenomenon known as 
** reversal’, described by Schmidt (Amer. J. Physiol., 
1927, 84, 202), has therefore not been adequately sub- 
stantiated. In dogs anaesthetized with “‘ nembutal” 
the authors tested the effects at intervals during anoxia 
of various carbon dioxide mixtures, without alteration of 
the oxygen content of the inspired air. Four gas 
mixtures were used: (1) 20% O», 5% COs, 75% Ng. 
(2) 4% Os, 96% Ne. (3) 4% Os, 5% COs, 91% Ng. 
(4) 4% Os, 15% COs, 81% No. The response of the dogs 
to 5% CO, was first determined in the non-anoxic state 
and then they were given the second mixture. Responses 
to carbon dioxide mixtures during the course of the anoxia 
had to be differentiated from ‘‘ anoxia collapse’, and 
simultaneous records of respiratory minute volume, 
respiration rate, and blood pressure were made. The 
results obtained from 14 dogs showed that the stimulatory 
effects of carbon dioxide progressively decreased and were 
eventually reversed; 15% CO, produced more frequent 
and profound respiratory and circulatory depression than 
did F. Latham 


807. The Influence of Clothing, Work, and Air Move- 
ment on the Thermal Exchanges of Acclimatized Men in 
Various Hot Environments 

N. A. NELSON, W. B. SHELLEY, S. M. Horvatu, L. W. 
Eicuna, and T. F. Hatcu. Journal of Clinical In- 
vestigation [J. clin. Invest.] 27, 209-216, March, 1948. 
4 figs., 5 refs. 


These investigations have been carried out on human 
volunteers at a military research centre at Fort Knox, 
Kentucky. Three acclimatized men were subjected to 
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seven different environmental temperatures ranging from 
90° to 120° F. (32-2° to 48-9° C.). The partitional calori- 
metric approach was used; this method allowed a 
quantitative description of thermal exchanges in these hot 
environments. The responses in relation to clothing, 
work, and air movement were noted. At each of the 
temperatures studied, wind velocities of the order of 30, 
75, 150, 300, and 600 feet (9, 22, 45, 91, and 182 m.) per 
minute (approximately) were developed and the following 
physiological responses noted—rectal temperature, skin 
temperature, surface temperature, sweating and pulse 
rate. It was concluded that: (1) Metabolic heat produc- 
tion for a given amount of work remains unchanged 
irrespective of change in environmental conditions. 
(2) In the resting state a fully clothed man gains less heat 
and consequently there is a smaller evaporative-heat loss. 
(3) Convective- and radiant-heat gain and the compensa- 
tory evaporative-heat loss show a progressive increase 
with increasing air movement. A. 1. Suchett-Kaye 


808. Acetylcholine and Body Temperature 
J. H. and N. K. Dutta. Nature |Nature, Lond.) 
161, 18, Jan. 3, 1948. 5 refs. 


Quinine, quinidine, and procaine antagonize the 
action of acetylcholine on heart, gut and skeletal muscle. 
Atropine, benadryl’, pethidine, and procaine lower 
body temperature, the effect being intensified by adrenal- 
ectomy. The common property of all these is that 
they antagonize acetylcholine, which makes it probable 
that acetylcholine plays a part in the mechanism for the 
control of blood pressure. The adrenal glands support 
this mechanism against procaine. D. T. Barry 
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809. Influence of p-Aminobenzoic Acid on Iron Utiliza- 
tion. (Influenza dell’acido p-amino-benzoico sulla utili- 
zazione del ferro) 

L. PerosA and A. TARANTINI. Bollettino della Societa 
Italiana di Biologica Sperimentale [Bol. Soc. ital. Biol. 
sper.| 23, 970-972, Aug., 1947. 1 ref. 


It has been shown that in patients with hypochromic 
anaemia the amount of iron extractable from the red 
corpuscles by hydrochloric acid is increased after 
administration of p-aminobenzoic acid (PABA). The 
iron absorbed is biologically active and takes part in 
biocatalytic processes in the cell; once oxidized it can 
combine with the PABA and become fixed in the erythro- 
cytes and the liver cells and be used in the formation of 
haemoglobin; in short, the action of the PABA is to 
render the iron more rapidly and more completely 
utilizable for erythropoiesis. To test this hypothesis the 
authors administered 400 mg. of reduced iron daily to 
8 adult rabbits for about 10 days, 4 animals receiving also 
daily injections of 200 mg. of PABA. The iron was 
estimated in the liver and the muscles before and after 
treatment, by Perosa’s biopsy technique, the iron content 
being divided into acid-soluble iron, blood iron, and tissue 
iron. 

There was a large increase in acid-soluble iron in both 


groups, rather greater in those receiving PABA as well. 
There were significant differences as regards blood iron 
and tissue iron between the two groups. The blood iron 
in the liver before administration was 3-98 and 3-82 mg. 
per 100 g. respectively; after the experiment it was 4-82 
in animals given iron only and 8-16 mg. per 100 g. in those 
given PABA in addition. Similar results were obtained 
in the muscles. The increase in tissue iron in the liver in 
rabbits on iron alone was from 3-48 to 4-49 mg. per 
100 g.: in those also given PABA it was from 3-49 to 
6-16 mg. per 100 g. In the muscle tissue increases were 
from 1-91 to 2-49 with iron alone, and from 2-33 to 6-91 
with PABA as well. It would seem clear, therefore, that 
PABA plays an important part in the metabolism of iron. 
These conclusions cannot as yet be applied strictly to 
human beings. H. Harold Scott 
810. Sensitivity of the Small Intestine 

C. B. B. Downman, B. A. McSwiney, and C. C. N. Vass. 
Journal of Physiology {J. Physiol.| 107, 97-106, Jan., 
1948. _ 2 figs., 18 refs. 


The afferent response of the exposed gut to mechanical, 
thermal, chemical, and electrical stimulation has been 
investigated in the cat under chloralose anaesthesia, the 
pupillo-dilator reflex being used as an index, and in 
the ‘‘ spinal ’’-decerebrate preparation, blood pressure 
responses and leg movements being used as an index. 
Of the mechanical stimuli, scratching or stroking with the 
blunt end of a needle or cutting the free border of the 
intestine was effective; so also were distension and 
pinching of the whole thickness of the gut or of the 
serosal, muscular, or mucous membrane layers. With a 
silver tube applicator it was found that all parts of the 
intestinal surface between its free and mesenteric edges 
were sensitive to heat. The lowest effective temperature 
was 46°C. Cold did not produce afferent impulses. 
Application of 1-3% potassium chloride, 10% sodium 
chloride, and 0-1 to 1-0 N hydrochloric acid by means 
of pledgets of cotton-wool to the surface of the intestine 
set up afferent stimuli. Because these reflex responses 
were obtained when spread of the stimulating agent to the 
more sensitive adjacent mesentery was prevented, it is 
concluded that the affected nervous structures lie within 
the intestine. Rubbing the surface of the gut, but not the 
mesentery, gently with the finger tips was an ineffective 
stimulus. The relation between the reflexogenic impulses 
and pain impulses is discussed. C. C. N. Vass 


811. The Effects of Pancreozymin and of Vagal Nerve 
Stimulation upon the Histological Appearance of the 
Pancreas 

A. A. Harper and I. F. S. Mackay. Journal of Physi- 
ology (J. Physiol.] 107, 89-96, Jan., 1948. 4 figs., 12 refs. 


Experiments were performed on 31 cats (7 “ spinal ” 
preparations, 24 under chloralose anaesthesia) in order 
to compare the effects of pancreozymin injections with 
those of vagal stimulation on the histological appearance 
of the pancreas and to correlate the changes with the 
output of the enzymes. All but 2 cats had fasted for the 


previous 18 to 24 hours. Pancreatic tissue was removed, 
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from the tail before and after the experiment. The tissue 
was fixed in Zenker-formol solution for 20 hours at 
37° C. and then put in 3% potassium bichromate for 10 
days at 37°C. The granules were stained with Bensley’s 
neutral gentian and, by means of a planimeter, their 
amount was expressed as the percentage of the area 
occupied by the granules. A continuous flow of pan- 
creatic juice was maintained by giving secretin intra- 
venously, the common bile duct was tied off, and the 
pylorus was occluded. In 10 experiments the splanchnic 
nerves were cut extraperitoneally. As Mellanby reported 
(J. Physiol., 1925, 60, 85), secretin does not affect the 
granule content of the cells. In 9 animals stimulation of 
the dorsal vagus trunk with a du Bois-Reymond induction 
coil for 4 minutes with 2-minute intervals for 14 to 3? 
hours induced an increased excretion of amylase, but this 
was not as well maintained as with pancreozymin. The 
granule content of the pancreatic cells after vagal stimula- 
tion was definitely reduced. Atropine abolished both 
vagal responses. In 8 animals injected with pancreo- 
zymin for periods of 14 to 33 hours increase in the output 
of amylase was maintained with a marked reduction 
in granule content in the pancreatic tissue. Previous 
injection of atropine did not alter enzymic output or the 
reduction in the number of the granules. Wide variation 
in the granule content of the controls was observed, and, 
although the granule content did differ significantly, 
only rarely was the almost complete disappearance of 
the granules after vagal or pancreozymin stimulation 
observed. C. C. N. Vass 


812. The Serum Cholesterol Level of the Prematurely 
Born Infant and its Mother 

M. J. WHITELAW. Journal of Clinical Investigation [J. 
clin. Invest.) 27, 260-262, March, 1948. 27 refs. 


The serum cholesterol values of the immature infant 
are the same as those of the full-term infants. The 
absolute levels and partition of serum cholesterol do not 
vary with degree of prematurity. The cholesterol levels 
of mother and infant bear no relationship to each other. 
The free and ester fraction of cholesterol are found to be 
approximately 30 and 70%, respectively, in both the 
fetal and maternal serum. It is suggested that the low 
cholesterol value obtained in the serum of the prematurely 
born infant and term newborn may be due to the 
depressant action of estrogenic hormones.—[Author’s 
summary.] 


813. Role of Dietary Protein in Experimental Liver 
Regeneration: A Nitrogen Balance study 

H. M. Vars and F. N. Gurp. American Journal of 
Physiology {Amer. J. Physiol.] 151, 391-398, Dec., 1947. 
3 figs., 3 refs. 


Groups of 6 male Wistar rats averaging about 250 g. 
body weight were given a non-protein diet before partial 
hepatectomy in which 69-4+1-34% of the liver was 
removed. When the non-protein diet was continued 
after operation the body weight and protein content of 
serum continued to decline. Nitrogen balance was 
negative throughout, with a small increase in nitrogen 


loss immediately after operation. Before operation the 
protein content of liver had declined; operation removed 
more, but even on a non-protein diet liver protein rose 
from 0-14% body weight to 0-3% body weight. The 
introduction of protein into the post-operative diet led 
to stabilization of, or rise in, body weight (after the 
decline on the non-protein diet) according to the per- 
centage of casein in the diet. Carbohydrate supply had 
to be ample to maintain body weight. The increase jn 
new liver-protein formation was proportional to the 
effect of diet on the nitrogen balance of the animal as a 
whole. Administration of additional methionine im- 
proved the nitrogen balance. Elliot E. Philipp 


814. Effect of Dietary Protein upon the Regeneration 
of Liver Protein in the Rat 

H. M. Vars and F. N. Gurp. American Journal of 
Physiology [Amer. J. Physiol.| 151, 399-404, Dec., 1947, 
11 refs. 


The authors, after reviewing the literature, describe 
experiments designed to test the effects of various protein 
diets on rats, which, as a result of protein-free diets for 
14 days, had had their liver protein reduced by approxi- 
mately 42%, and then by surgical removal of 69-4°% of the 
remaining liver substance were left with a liver protein 
of approximately 17% of the pre-experimental value. 
* Liver protein”? was calculated from the difference 
between total nitrogen and extractive nitrogen multiplied 
by the factor 6:25. The experiments were conducted on 
95 rats, and the results from 78 animals could be used. 
The amount of new liver protein appearing when a non- 
protein diet followed operation was 0-17 g. Administra- 
tion of casein in increasing amounts resulted in progres- 
sive increments, up to 0-44 g. on a 27% casein diet. The 
introduction of 1% methionine into all diets caused small 
but consistent increases in new protein. The addition of 
gelatin and zein to the non-protein diet produced no 
improvement; wheat gluten caused a moderate increase. 
Addition of liver protein to the diet gave results similar 
to those with casein and fibrin; with whole-egg protein 
supplements there was even greater formation of liver 
protein. Elliot E. Philipp 


815. Total Solids, Fat and Nitrogen in the Feces: IIL. 
A Study of Normal Persons taking a Test Diet Containing 
a Moderate Amount of Fat; Comparison with Results 
obtained with Normal Persons taking a Test Diet Contain- 
ing a Large Amount of Fat 

E. E. WoLLAEGER, M. W. Comrort, and A. E. OsTER- 
BERG. Gastroenterology [Gastroenterology] 9, 272-283, 
Sept., 1947. 1 fig., 23 refs. 


The authors have already reported the results of a study 
of the total solids, fat, and nitrogen in the faeces of 
normal persons taking a test diet containing 208 g. fat 
per day (Gastroenterology, 1946, 6, 83). This diet was 
found suitable for the detection of slight degrees of 
steatorrhoea (Gastroenterology, 1946, 6, 93), but since 
patients with marked steatorrhoea do not tolerate the 
ingestion of so much fat, a diet with a moderate amount 
(102 g. per day) was prepared and intake-excretion 
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studies were carried out for the purpose of establishing 
the values of faecal total solids, fat, and nitrogen in 
normal subjects. 

The subjects, eleven in all, were young adults in good 
health. The diet consisted of bland foods, low in bulk, 
served in three meals and three between-meal feedings 
per day. Three daily diets were arranged and these 
were given in a constant order of rotation. The calcu- 
lated daily values for fat, protein, and carbohydrate 
in the three menus were similar, the average figures 
being fat, 101-6 g., protein, 117-5 g., and carbohydrate 
269-6 g. These provided 2,463 Calories per day. Full 
details of results are given in tables which should be 
consulted. In spite of the completely uniform dietary 
intake, the various faecal components varied con- 
siderably. The total solids varied from 13-6 to 39-1 g. 
per day; faecal fat (ether-soluble fraction) varied from 
18 to 6-7 g. and faecal nitrogen from 0-8 to 2:5 g. 
When compared with the results obtained from using the 
high-fat (208 g.) diet the figures were remarkably similar. 
The amount of faecal fat in grammes and the percentage 
of fat in faecal solids were greater with the larger than 
with the smaller fat intake. 


_ The authors discuss at some length the difficult question 


of the source of the fat in the faeces of normal persons. 
They quote extensively from the. available literature, 
much of which suggests that the character of the fat in 
the diet has little influence on the character of the faecal 
fat, which therefore represents an excretion rather than an 
unabsorbed residue. The authors, however, from their 
own experiments and the studies of others suggest that 
unabsorbed dietary fat may account for a larger pro- 
portion of faecal fat than is commonly supposed, and 
they efphasize the need for using standard test diets in 
which the amount and kind of fat and other foodstuffs are 
kept constant in order to detect small degrees of abnormal 
faecal fat loss (steatorrhoea). 

[Such studies as these will be simplified and their 
value greatly enhanced when suitably “ labelled’ fats 
are available for experimental work.] T. L. Hardy 


816. The Relation of Nutritional Deficiency to Impaired 
Libido and Potency in the Male 

M. S. Biskinp. Journal of Gerontology [J. Gerontol.] 2, 
303-314, Oct., 1947. 8 figs., 43 refs. 


By a sensitive method for measuring alterations in 
liver function the author found that female rats placed on 
a diet which did not contain any vitamin B went into 
continuous oestrus, and became anoestrous again when 
brewers’ yeast was added to the diet. In male rats on a 
similar diet there was no marked increase in androgens. 
This alteration in oestrogen-androgen balance when the 
diet was deficient in vitamin B led to research into similar 
States in man. Out of 143 patients between the ages of 
29 and 61 with nutritional deficiency, two-thirds were 
aware of sexual inadequacy, which was improved by diet 
alone in 62 out of 76. Seven cases are described in 
detail; all the patients complained of loss of libido or 
complete impotence, together with glossitis, swelling of 
the gums, enlargement of the liver, and softening and 
atrophy of the testicles. After treatment with vitamin B, 


dried liver extract, and protein there was relief of symp- 
toms and improvement in tongue, gums, liver, and 
testicles. The author points out that deficiency of a 
single vitamin does not occur: therefore other vitamins 
should also be given. In a few cases marital conflict 
resulted from nutritional deficiency in both husband 
and wife, the wife tending towards nymphomania, the 
husband towards decreased libido; this was resolved 
with treatment. Vascular cutaneous “ spiders ’’ became 
smaller and bled less when vitamin B was given; this has 
previously been shown to occur when oestrogen levels in 
the body are reduced. T. Ez C. Early 


817. Variations in Choline and Non-choline Phos- 
phatides in the Liver with Changes in Diet. (Variaciones 
en los fosfolipidos colinicos y no colinicos del depdsito 
hepatico con diferentes dietas) 

H. J. CASTRO-MENDOZA and C. JiMENEZ Diaz. Revista 
Clinica Espanola [Rev. clin. esp.] 28, 13-19, Jan. 15, 1948. 
11 refs. 


The authors estimated the liver content of lipid phos- 
phorus and choline in 4 groups of rats on ordinary 
diets with different vitamin supplements and 3 groups 
of rats on alipotropic diets. Taking a factor of 25 
to derive the total phospholipid from the lipid-phosphorus 
values, they estimated the proportion of choline phospho- 
lipid and cephalin in the total phospholipid. Details of 
the diets used are given. The results are summarized 
in the following table : 


| Beale 
£8 
so 
23 6 
Normal (4 groups) -- _ «+ | 90 | 6,020} 1-40 | 1-01 
Protein-poor and alipotropic .. | 24 | 8,160 | 0-69 | 1-07 
Protein-poor and alipotropic | 
with cholesterol 9,902 | 0-53 | 0-93 
Protein-poor and _ alipotropic | 
with cholesterol and choline 24 | 8,016 0-71 | 1:00 


There was no significant difference in the groups on 
normal diets. With the alipotropic diets the proportion 
of choline phospholipid to cephalin falls. The change 
is not significantly greater with added cholesterol. 
Administration of choline with cholesterol does not 
restore the proportion to normal, but the effect of choline 
alone was not tried. These results are in agreement with 
recent American work, and the authors attribute the 
accumulation of fat in the liver to lack of choline pro- 
ducing a deficiency of choline phospholipids. These are 
essential for fatty-acid turnover in the liver. 

L. P. R. Fourman 


818. The Lysine, Methionine and Threonine Content of 


Meats 
I. T. GreEENHUT, R. J. Strny, and C. A. ELVEHJEM. 


Journal of Nutrition [J. Nutrit.] 35, 689-701, June 10,. 


1948. 16 refs. 


he 
ed 
he 
led 
the 
er- 
ad 
in 
the 
Sa 
im- 
ion 

of 
47, 
ibe 
ein 
for 
xi- 
the 
ein 
ue. 
nce 
ied 

on 
ed. 
on- 
Ta- 
reS- 
The 
of 

no 
Se, 
ilar 
ein 
ver 
D 
Il. 
ing 
ults 
in- 
ER- 
83, 
idy 

of 
fat 
was 

of 
the 
unt 
ion 


Pharmacology and Therapeutics 


819. The Effect of Injected Solutions on the Cell Content 
of the Cerebrospinal Fluid 

T. H. B. Beprorp. British Journal of Pharmacology and 
Chemotherapy [Brit. J. Pharmacol.] 3, 80-83, March, 
1948. 3 refs. 


In this series of experiments dogs were anaesthetized 
with ether and were allowed to recover from the anaes- 
thetic after the solution under investigation had been 
introduced and the needle withdrawn. The animals 
were again anaesthetized with ether 24 hours later and a 
sample of cerebrospinal fluid was removed for cytological 
examination. The films were fixed by exposure to iodine 
vapour and lightly stained with methylene blue. The 
solutions were all made up with freshly prepared glass- 
distilled water and were sterilized without delay at 
12 lb. per sq. in. (5-4 kg. per 6-4 sq. cm.) for half an 
hour, alkali-free glass containers being used. A constant 
volume (1-5 ml.) of solution at room temperature was 
introduced into the subarachnoid space throughout the 
experiments. 

Four dogs were anaesthetized with ether, one for a 
period of 15 minutes, 2 for 30 minutes, and one for an 
hour. In all 4 dogs samples of cerebrospinal fluid 
removed 24 hours later under ether anaesthesia were free 
from cells. The effect of simple puncture of the cisterna 
magna was studied in 10 dogs. After introduction the 
needle was allowed to remain in situ with the stilette 
inserted for 10 minutes. It was then withdrawn and the 
animal allowed to recover. The average number of 
white cells present 24 hours later was 36 perc.mm. In 
6 dogs distilled water was introduced. Here the average 
number of cells after 24 hours was 424 perc.mm. After 
injection of normal saline into 9 dogs there was an 
average of about 1,000 cells per c.mm., while after 
Ringer’s solution in 6 experiments there was an average 
of 630 cells. The effect of procaine was studied in 10 
experiments; 5 experiments were performed with amylo- 
caine and a similar number with amethocaine. The 
average number of cells at the end of the experiments 
was approximately the same with all three drugs— 
namely about 1,000 cells perc.mm. The author doubts 
whether, in the light of his results, it is advisable to use 
simple sodium chloride as a means of rendering isotonic 
solutions intended for introduction into the subarachnoid 
space. R. B. Lucas 


820. A Study of the Effects of 1-Amino-1-phthalidyl- 
propane Hydrochloride on the Excised and Intact Intestine 
and Uterus 

C. M. GruBerR and G. F. Keyser. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.} 92, 
315-322, March, 1948. 7 figs., 6 refs. 


The effects of 1-amino-l-phthalidylpropane hydro- 
chloride, an analgesic drug, have been studied on the 


excised and intact uterus. Both racemates A and B 
were added to the bath containing the isolated organ at 
concentrations of M/5,000 to M/500, and comparisons 
were made with amidopyrine. Thiry—Vella loops in 
dogs were used for experiments on the intact intestine, 
while the uterine activity in situ was recorded by the 
method described by Barbour in rabbits, cats, and dogs 
given artificial respiration. There was usually a decrease 
of tonus of the isolated intestine, as with amidopyrine. 
A spasmolytic action was shown by the antagonism of the 
analgesic to histamine, acetylcholine, and pilocarpine. 
In dogs the compound caused an increase in the general 
tone of the intact intestine which was antagonized by 
barbiturates. On the isolated uterus there was a sudden 
increase in tone, and no antagonism to histamine, 
acetylcholine, or posterior pituitary extract. The intact 
uterus of all three species was stimulated. 
G. F. Somers 


821. Observations on the Comparative Pharmacologic 
Actions of 6-Dimethylamino-4,4-Diphenyl-3-Heptanone 
(Amidone) and Morphine 

J. K. FINNEGAN, H. B. Haaa, P. S. LARSON, and M. L. 
Dreyfuss. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 92, 269-276, March, 1948. 
14 refs. 


The authors have investigated further the toxicology 
of “*amidone” (‘* physeptone’’), a new analgesic of 
German origin. Comparisons have been made with 
morphine. Acute toxicity tests in rats showed that, 


weight for weight, amidone orally was 10 times more. 


toxic than morphine, subcutaneously 6 times more toxic, 
and intravenously 25 times more toxic. Subacute 
toxicity tests in the same species, the drugs being in- 
corporated in the diet, indicated that both caused a 
depression of growth related to the dietary concentration, 
although the food intakes were apparently maintained. 
The only pathological findings that could be attributed 


to the analgesics were frequently occurring pneumonias,. 


probably related to the respiratory depressant properties 
of these drugs. Subacute toxicity tests in dogs, in which 
the drugs were injected subcutaneously, showed marked 
losses of body weight which may have been due to 
reduced food intake. None of the usual liver and kidney 
function tests revealed any abnormalities, while the 
non-protein nitrogen values of the blood were’ un- 
changed. Red cell counts and haemoglobin concentra- 
tions decreased slightly in dogs receiving the higher doses 
of both compounds, and there was evidence of a slight 
hypochromic microcytic anaemia. Amidone produced 
a hyperglycaemic response in dogs, but tolerance 
developed with continued administration of the drug. 
There was a relative lack of development of tolerance to 
the hypnotic action of amidone in this species, compared 
with morphine. G. F. Somers 
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22. Anticonvulsant Action of isoPropyl Alcohol 

N. Cuu, R. L. Driver, and P. J. HANZLIK. Journal of 
Pharmacology and Experimental Therapeutics [J. 
Pharmacol.] 92, 291-302, March, 1948. 4 figs., 12 refs. 


This paper deals with the acute and anticonvulsant 
effects of isopropyl alcohol, alone and in combination 
with other anticonvulsant drugs (diphenylhydantoin, 
phenobarbitone, and “‘ tridione’’). In rabbits, cats, and 
rats, clonic (epileptiform) convulsions were produced 
when an electric current was passed through the brain, 
the drugs being given intragastrically. The results 
showed that isopropyl alcohol as an anticonvulsant 
compares favourably with diphenylhydantoin, except 
that higher doses are required. It is less effective than 
phenobarbitone, which does not simultaneously produce 
motor depression and ataxia, but appears superior 
to “tridione’’. High anticonvulsant activity, without 
motor depression, resulted when isopropyl alcohol was 
given with diphenylhydantoin, but not when it was given 
with phenobarbitone or tridione; with tridione there 
was general motor depression. isoPropyl aicohol was 
safe in single doses up to 1,250 mg. per kilo, all animals 
completely recovering. Higher doses were toxic; the 
safety of repeated doses is being investigated. The 
drug causes definite acetonaemia, believed to be related 
to the anticonvulsant action; this is consistent with the 
ketogenic principle in the therapy of epilepsy. 

G. F. Somers 


823. Assessment of Intestinal Carminatives 
§. ALSTEAD and J. F. Patrerson. Lancet [Lancet] 1, 
437-439, March 20, 1948. 4 figs., 10 refs. 


In these experiments a self-retaining catheter was 
inserted into the patient’s rectum after a normal move- 
ment of the bowel and connected to a piece of rubber 
tubing opening under a measuring cylinder, inverted 
under water to act as a gas jar. It was observed that 
after a meal there was commonly an evacuation of gas 
from the rectum, for which allowance had to be made. 
A control period of about 3 hours, including the midday 
meal, was instituted, and after this period had elapsed 
various measures were employed to try and increase the 
outflow of gas. The agents employed were: hot water, 
with and without a pungent carminative mixture added, 
turpentine stupes, radiant heat, posterior pituitary in 
doses of 8 to 10 units, and of 3 units with and without 
atropine or physostigmine, “ prostigmin’’, and car- 
bachol. 

The only one of these measures found regularly effec- 
tive—30 out of 34 triais—was the larger dose of posterior 
pituitary extract, the vasopressin factor being the active 
part. Small doses of the extract were’found unreliable, 
and the action was not increased by atropine. Some 
success was obtained with the combination of physostig- 
mine and “ pituitrin”’, and with prostigmin, but neither 
treatment was reliable, and unpleasant side-effects were 
often produced. The authors admit that it is difficult, if 
not impossible, to obtain adequate controls for such 
experiments, owing to the very large number of variables 
concerned. They conclude, however, that for the relief 
of tympanites the rectum should be emptied, by a simple 
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enema if necessary, and that the vasopressor fraction of 
posterior pituitary extract should then be administered in 
a relatively large dose. They claim that a rectal catheter 
is of great value in patients too weak to pass flatus 
voluntarily, and in those with excessive tone of the 
sphincter ani. Much relief may follow the evacuation of 
relatively small volumes—200 to 300 ml.—of flatus. 
Reginald St. A. Heathcote 


824. Observations Concerning the Effects of (1) Sodium 
Salicylate and (2) Sodium Salicylate and Glycine Upon 
the Production and Excretion of Uric Acid and Allantoin 
in the Rat 

M. FRIEDMAN. American Journal of Physiology [Amer. 
J. Physiol.) 152, 302-308, Feb., 1948. 15 refs. 


Sodium salicylate was found to effect an immediate 
increase in the urinary excretion of uric acid of the normal 
rat without a preceding or concomitant change in the 
blood uric acid, the renal plasma flow or the glomerular 
filtration rate. Sodium salicylate was found to exert no 
effect either upon the blood or urinary allantoin content 
of the normal rat. Glycine was not found to augment 
significantly the effect of sodium salicylate in increasing 
the excretion of uric acid. Sodium salicylate was unable 
to cause any significant change in the blood uric acid 
or allantoin of the nephrectomized rat. The chronic 
administration of sodium salicylate was found to cause an 
immediate and continued increase in uric acid excretion. 
The blood uric acid of such treated animals progressively 
fell to approximately one-third of its control value. It 
was concluded that salicylate acts to increase the output 
of uric acid by interfering with the tubular mechanism 
concerned with the excretion of uric acid.—[Author’s 
conclusions. ] 


825. The Smooth Muscle Contracting Effects of Various 
Substances Supposed to Act on Nervous Structures in the 
Intestinal Wall 

N. EMMELIN and W. FELpDBERG. Journal of Physiology 
[J. Physiol.] 106, 482-502, Oct. 15, 1947. 9 figs., 9 refs. 


The authors repeated the experiments of Ambache 
(J. Physiol., 1946, 104, 266); they do not support his 
conclusions: (1) that small doses of acetylcholine 
produce contractions of the small intestine by stimulation 
of nerve cells in Auerbach’s plexus, and (2) that barium 
and potassium ions act by release of acetylcholine from 
nerve fibres of the plexus and that histamine has a 
similar action in addition to its direct stimulating effect 
on smooth muscle. Ambache concluded that acetyl- 
choline acted on the ganglion cells, because he found a 
reduced sensitivity of the intestine to small doses of 
acetylcholine during nicotine paralysis. The present 
authors observed a temporary reduction in sensitivity to 
acetylcholine as well as to other muscle-stimulating 
substances after strong contractions produced by large 
doses of nicotine; they maintain that this is not a 
specific after-effect of nicotine contraction but follows any 
maximal contraction except that produced by potassium 
chloride. The muscle, still paralysed by nicotine, was 
observed to regain its sensitivity to acetylcholine. 
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Ambache’s conclusion concerning the action of barium, 
potassium, and histamine on the nervous elements in the 
intestinal wall is based partly on the assumption that 
cooling the intestine inactivates nervous elements but not 
muscle fibres. The authors found that cooling also 
effects a reduction in reactivity to substances directly 
stimulating muscle. Ambache claimed that barium 
chloride or histamine caused an increased yield of acetyl- 
choline in incubated strips of intestine and that the 
presence of eserine sensitized the tissue to these sub- 
stances. The authors could not confirm these findings 
and attribute Ambache’s conclusions to the small 
number of his experiments and failure to make allowance 
for the individual variations in different samples of 
intestinal strips. Finally, intestinal tissue paralysed by 
atropine or “ benadryl ”’ afforded no evidence in support 
of Ambache’s hypothesis. E. F. McCarthy 


826. The Action of Adrenaline, Ephedrine and Methe- 
drine on the Circulation in Man 
W. J. ALLEN. Clinical Science [Clin. Sci.] 6, 269-279, 
Feb. 16, 1948. 4 figs., 16 refs. 


Adrenaline, ephedrine, and “ methedrine”’’ (d-N- 
methylamphetamine) were injected intramuscularly in 
doses of 1 mg., 60 to 90 mg., and 20 mg. respectively. 
The subjects were resting on a couch in a room at 20° C. 
Blood flow through the forearm was measured with a 
venous occlusion plethysmograph and compared with 
that through the hand alone. Adrenaline caused an 
increase in blood flow in the forearm and a decrease in 
the flow in the hand, provided that the hand had been 
warmed before the beginning of the experiment. This is 
attributed to vasodilatation in the muscles of the forearm 
and constriction in the vessels of the skin. The effects of 
the two other drugs were similar, but slighter and more 
prolonged. Heart rate was increased slightly or not at 
all in normal subjects, but after administration of atro- 
pine all three drugs caused marked quickening. Systolic 
blood pressure was raised by all three drugs; diastolic 
pressure was not altered by ephedrine or methedrine but 
was usually lowered by adrenaline, presumably owing to 
the muscular vasodilatation caused. Results in sym- 
pathectomized forearms were the same as in normal 
subjects. V. J. Woolley 


827. The Inhibition of Serum Cholinesterase by Alkyl 
Fluorophosphonates 

J. F. Mackwortu and E. C. Wess. Biochemical 
Journal (Biochem. J.) 42, 91-95, 1948. 3 figs., 20 refs. 


A number of fluorophosphonates were examined for 
inhibitory action on the cholinesterase of horse serum. 
Determinations were by Ammon’s method. The most 
potent was diisopropyl fluorophosphonate, inhibition 
being immediate and complete at a concentration of 
10-7 M. At lower concentrations inhibition is rapid for 
5 to 10 minutes and then goes on more slowly. The 
similar action of eserine reaches its maximum in 5 
minutes, and has only 35 the activity of the diisopropyl 
ester. In the series the order of potency runs parallel 
to the order of toxicity and of miotic action, the most 


potent drugs being those with short branched-chain 
alkyl .groups. True and pseudo-cholinesterase are 
equally inhibited. It is suggested that the esters cause an 
immediate inhibition of the enzyme by an equilibrium 
effect, and that this is followed by a progressive irre. 
versible destruction. V. J. Woolley 


828. The Action of Alkyl Fluorophosphonates op 
Esterases and other Enzymes 

E. C. Wess. Biochemical Journal [Biochem. J.| 42, 
96-98, 1948. 8 refs. 


Cholinesterase of rabbit brain is inhibited by diethyl 
fluorophosphonate, but not so markedly as is the 
cholinesterase of serum. Esterase from ox liver was 
determined by the method of Harrer and King (J. biol, 
Chem., 1941, 138, 111), with ethyl butyrate as substrate, 
Lipase of human milk was determined by its action on 
tributyrin. Both these enzymes were inhibited by 
diisopropyl fluorophosphonate and to a much less 
degree by eserine. The liver esterase was also sensitive 
to sodium fluoride. Other enzymes examined were not 
affected. V. J. Woolley 


829. Central Excitant Action of Diisopropylfiuoro- 
phosphonate 

M. CHENNELLS and S. WriGHT. Nature [Natwre, 
Lond.) 160, 503, Oct. 11, 1947. 


The anticholinesterase group of drugs has been shown 
to act on the central nervous system in man, eserine being 
a central excitant and neostigmine a central depressant. 
Diisopropylfluorophosphonate has an entirely different 
type of chemical constitution from the previously 
described anticholinesterases, and in vitro is a more potent 
inhibitor of cholinesterase than eserine. On examina- 
tion it proved to be a central excitant like eserine sulphate, 
but larger doses were required to produce similar effects. 
The authors concluded that diisopropylfluorophosphon- 
ate facilitated excitatory transmission in the spinal cord 
and brain stem. Fergus R. Ferguson 


830. Tetraethylammonium Chloride (C,H;),NCI. Acute 
and Chronic Toxicity in Experimental Animals 

O. M. Gruuzit, R..A. FIsK—EN, and B. J. Cooper. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol. 92, 103-107, Feb., 1948. 14 refs. 


Toxicity studies were carried out with a 40-6% com- 
mercial aqueous stock solution of tetraethylammonium 
chloride suitably diluted with distilled water. In albino 
mice the LD 50 for intraperitoneal and oral routes was 
65 and 900 mg. per kilo respectively. In albino rats the 
LD 50 for intravenous, intramuscular, and oral routes 
was 56, 110, and 2,630 mg. per kilo respectively. Death 
occurred from respiratory failure within 10 to 30 minutes, 
preceded by tremors, incoordination, and flaccid prostra- 
tion. Similar toxic symptoms were seen in dogs, the 
LD 50 for intramuscular and intravenous routes being 
58 and 36-4 mg. per kilo respectively. 

For the chronic toxicity studies albino rats and dogs 
were used. The former received intramuscular injections 
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of 15 to 130 mg. per kilo for 40 doses over a period of 
2 days. With the lowest doses no reactions were 
apparent, but after 50 mg. per kilo twice daily the 
animals developed tremors and incoordination. The 
dogs received repeated intramuscular injections of 7-5 to 
15 mg. per kilo twice daily for 65 to 170 doses or intra- 
venous injections of 2:5 to 10 mg. per kilo daily. All 
dose levels were well tolerated. With increasing dosage 
of this autonomic ganglionic blocking agent the animals 
developed severe respiratory depression and ocular 
changes after each administration. The underlying 
pathological changes were severe congestion, stasis, and 
anoxia. Lethal and sublethal single and multiple doses 
caused oedema and degenerative changes in the liver and 
to a lesser degree in the kidneys. A 10% aqueous 
solution given parenterally produced little or no local 
tissue injury and no change in the blood picture or 
urine analysis in dogs. G. B. West 


831. The Antagonism to Dicoumarol of di/-Methionine, 
Vitamins PP and K, and Casein Hydrolysate. (Sull’atti- 
vita antidicumarolica della d/-metionina, delle vitamine 
PP e K e degli idrolisati di caseina) 

A. GALEONE and A. ROMAGNOLO. Minerva Meédica 
[Minerva méd., Torino] 1, 169-173, Feb. 11, 1948. 2 figs. 


Experiments suggest that dicoumarol is essentially 
hepatotoxic in its action. Haemorrhagic reactions are 
individually unpredictable, but the likelihood of their 
occurrence can be lessened by administration of vitamin 
K at the same time. The authors sought this protective 
power among “ hepatophiles ’’—casein, methionine, 
nicotinic acid—by administering them to rabbits and 
studying the dicoumarol—prothrombin-time curves. 
Methionine and nicotinic acid were as effective as 
vitamin K in reducing hypoprothrombinaemia, but this 
effectiveness was neutralized by ascorbic acid. 

John Hambling 


832. Diuretic Action of Formoguanamine in Normal 
Persons 

W. L. Lipscuitz and E. Stoxey. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 
92, 131-139, Feb., 1948. 6 figs., 8 refs. 


Formoguanamine is known to be a more potent 
diuretic than urea. When assayed on the same dog the 
diuretic dose range of formoguanamine is 7-5 to 30 mg. 
per kilo in comparison with 700 to 2,500 mg. per kilo for 
urea. Fuller experiments have now shown that this 
compound is essentially free from side-actions. Six dogs 
were given 15 mg. per kilo 6 times weekly for 12 weeks 
with a standard diet. Body weight, temperature, haemo- 
globin concentration, and blood count were recorded at 
definite time intervals, and a liver function test (brom- 
sulphalein) was carried out. Three methods were used 
for testing the function of the kidney: (1) the water test, 
tap water being given to fasting dogs; (2) the phenol- 
sulphonphthalein test; and (3) the direct effect of 
formoguanamine. In 6 rabbits the dose was 20 mg. per 
kilo 6 times weekly for 4 weeks, and no significant 
changes in the results of any function test were noted. 

M—R 
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Slight tubular distension in the kidneys was found in 2 of 
the dogs, but no other animals exhibited toxic effects. 

Four fasting healthy men were given formoguanamine 
in doses of between 4 and 9 mg. per kilo, and they all 
reacted with a varying increase of urinary excretion. In 
the urine after cooling there was considerable crystalline 
precipitate mainly due to ammelide, a metabolite of 
formoguanamine. The administration of 350 ml. of 
0-85% sodium chloride, together with this diuretic dose, 
resulted in the removal of 90 to 100% of the introduced 
fluid in 4 hours. Two subjects receiving a higher dosage 
(11 mg. per kilo) had a distinct feeling of discomfort in 
the lumbar region, were thirsty, and continued to void 
increased amounts of urine. The effective dose is 
therefore 9 mg. per kilo. 

[The results are based on a few individual experiments, 
and a systematic clinical investigation is necessary. The 
work, however, confirms earlier data that formoguan- 
amine is an active and well-tolerated diuretic in oedema- 
tous patients as well as in convalescent persons.] 

G. B. West 
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833. Studies on the Chemotherapy of Filariasis. VI. 
Some Pharmacodynamic Properties of 1-Diethylcarbamyl- 
4-Methylpiperazine Hydrochloride, Hetrazan 

B. K. HarNep, R. W. CUNNINGHAM, S. HALLIDAY, 
R. E. Vessey, N. N. Yupa, M. C. CLark, C. H. HINg, 
R. CosGrove, and Y. SusBAROW. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 33, 216-235, 
Feb., 1948. 8 figs., 13 refs. 


1-Diethylcarbamyl-4-methylpiperazine hydrochloride 
(“84.L”; “ hetrazan”’) is a new compound which has 
been shown to be active against filarial infections in 
experimental animals and in man. This paper describes. 


the results of a comprehensive pharmacological investiga- 


tion of a drug by a team of workers. Aqueous solutions. 
of hetrazan were adjusted to pH 7-4 before administration 
to animals. 

Acute toxicity determinations showed that the LD 50 
in mg. per kilo for mice was 82 intravenously, 248 
intraperitoneally, and 660 orally. For rats figures 
were: intravenous 150; intraperitoneal 465; oral 1,380. 
Doses approaching the toxic range caused tonic convul- 
sions. No toxic effects were produced in guinea-pigs 
by intraperitoneal doses of 50 mg. per.kilo or in rabbits 
by 100 mg. per kilo. In cats 25 mg. per kilo caused 
vomiting in 6 to 10 minutes, and slight drowsiness. In 
dogs 100 mg. per kilo intraperitoneally or 20 mg. per kilo 
by rapid intravenous injection sometimes resulted in 
nausea and vomiting, shivering, and brief respiratory 
stimulation, but the reactions were not serious. Vomit- 
ing after oral doses was reduced by giving food with 
the drug. Doses of 100 mg. per kilo intraperitoneally 
5 times a week for 14 weeks to rats, or of 50 mg. per kilo 
given similarly to rabbits, produced no significant effects 
upon growth rate or blood picture. No pathological 
changes were found in the organs of dogs given 50 mg. 
per kilo intraperitoneally twice daily for 13 days, or 25 mg, 
per kilo orally three times a day for 64 days. 
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Dogs anaesthetized with ether tolerated 60 to 70 mg. 
per kilo given intravenously in 1 hour, and larger amounts 
in divided doses over a longer time. A sharp rise in 
blood pressure and heart rate, associated with decreased 
limb-volume and increased respiration, was followed by 
a phase of lowered blood pressure. For 30 minutes 
after a dose the depressor effect of vagal stimulation was 
reduced or abolished, although the response to injected 
acetylcholine was unaffected. In “spinal” dogs the 
vasopressor response to the drug was exaggerated, and 
there was no secondary phase of depression. Toxic 
doses caused respiratory failure. No abnormal changes 
in the electrocardiogram were observed in dogs under 
ether, but in non-anaesthetized animals intravenous 
doses of 5 mg. per kilo produced abnormalities of sinus 
rhythm. From experiments, it is concluded that the rat 
is able to eliminate hetrazan at a rate of about 100 mg. 
per kilo per hour. 

Rats in which the liver has been damaged by carbon 
tetrachloride showed no greater susceptibility to convul- 
sions than normal rats when hourly repeated doses of 
hetrazan were given. The liver does not, therefore, play 
much part in the “ elimination” of the drug. On the 
other hand, the mortality from the accumulation of 
repeated doses was increased by previous removal of a 
kidney. When the second kidney had also been removed 
24 hours before treatment 400 mg. per kilo of hetrazan 
given in 3 hours killed 50%, and all animals were dead 
by the time 600 mg. per kilo had been given. The toxicity 
from accumulation was not quite so great in rats which 
were bilaterally nephrectomized 4 to 2 hours before the 
start of treatment, possibly because of the ether remaining 
in the circulation. The mortality from accumulated 
drug in nephrectomized rats was nearly equal to that 
when the same amount of drug was given as a single dose 
in acute toxicity tests, showing that the tolerance of rats 
to hourly doses of 100 mg. per kilo may be largely 
explained by the excretion of this amount of drug through 
the kidneys. No chemical tests have so far been devised 
for the detection of small amounts of hetrazan, but bio- 
assay upon filaria-infested rats indicated that about 63% 
of a 300 mg. per kilo dose was excreted, probably un- 
changed, in the first 23 hours. 

Hetrazan had mild analgesic and diuretic activity, but 
no significant irritant, antihistamine, or local anaesthetic 
action. It had no effect upon the eye, isolated uterus, or 
intestine, or upon the blood sugar. L. G. Goodwin 


834. Studies on Pneumococcal Enzymes in Resistance to 
Drugs 

M. G. SevaG and J. S. Gots. Federation Proceedings 
[Fed. Proc.] 7, 310, March, 1948. 


Strains of pneumococcus types I, II, and III were made 
resistant to the sulphonamides, acriflavine, mepacrine, 
optochin, and propamidine. Resistant organisms as 
compared with susceptible organisms showed a reduced 
dehydrogenase activity with one or more of the following 
substrates, glucose, hexo-diphosphate, glycerol, lactate 
and ethyl alcohol. Metabolism experiments indicate 
that strains resistant to growth inhibition are resistant 
also to the inhibition of glucose dehydrogenase activity by 


these drugs. Inhibition of methylene blue reduction by 
mepacrine, acriflavine, and propamidine is counteracted 
by riboflavin but not by nicotinamide or aneurin, 
Inhibition by optochin is not counteracted by riboflavin, 
Resistant strains showing decrease in dehydrogenase 
activity also exhibited acceleration of this activity in the 
presence of added riboflavin but not in the presence of 
nicotinamide or aneurin. A correlation is therefore 
suggested between flavoprotein metabolism and resistance 
to acriflavine, mepacrine, and propamidine. 
G. M. Findlay 


835. The Synergistic or Additive Activity of Chemo- 
therapeutic Compounds 

J. A. KOLMER. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 215, 136-148, Feb., 1948. 47 refs, 


The synergistic action of chemotherapeutic compounds 
may be accounted for either by potentiation of one com- 
pound by another or by summation of antibacterial 
effects. A review is given of the work which illustrates 
that both synergistic and additive effects occur in vitro 
and in vivo. Combinations of chemotherapeutic com- 
pounds may prevent the acquirement of resistance of 
micro-organisms in vitro. Toxic reactions appear to 
be reduced in number. The synergistic and additive 
activity is only to be expected when the micro-organism 
is susceptible to both compounds employed. 

Alan Kekwick 


836. Experimental Proof of the Mode of Action of the 
Phenylarsenoxides. (Una prueba experimental acerca 
del modo de accién de los fenilarsendxidos) 

H. Kroo6. Revista Clinica Espafiola {Rev. clin. esp.] 28, 
249-251, Feb. 29, 1948. 7 refs. 


The belief has been generally accepted that phenyl- 
arsenoxides exert their action on spirochaetes or trypano- 
somes directly; some workers, however, hold the view 
that the body tissues or fluids play a part and that the 
action is thus indirect. It is thought in either case that 
phenylarsenic acids must be reduced to the oxides before 
they can act; thus arsphenamine must be oxidized and 
phenylarsenic acids reduced. Hence the later appearance 
of toxic symptoms when the arsphenamine or a phen- 
arsenic acid is administered than when the oxides are 
given. 

The author has investigated the question of direct or 
indirect action by using day-old chickens and 3-month-old 
chickens. The blood of chickens infected with Spiro- 
chaeta gallinarum was collected in citrate solution and 
centrifuged to separate the cells and spirochaetes. To 
0-9 ml. of this suspension in centrifuge tubes was added 
0-1 ml. of p-hydroxy-m-amino-phenylarsenoxide in con- 
centrations of 1 in 100, 1 in 200, and 1 in 400; this 
was kept away from the light and at a temperature of 24° 
to 26° C. for one hour. The mixture was then centri- 
fuged for 8 minutes and the supernatant fluid (containing 
the drug) separated; the spirochaetes were washed and 
again centrifuged and were then ready for injection. 
They had thus been exposed to concentrations of the 
drug from 1 in 1,000 to 1 in 4,000. The spirochaete 
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suspension of about 15 per field (at a magnification of 
x 450) was injected in amounts of 0-1 and 0-25 ml. 
respectively into day-old chicks and 3-month-old chickens 
and the blood examined by dark-ground illumination 
daily for 12 days. The day-old chicks were nearly all 
infected—21 out of 24 of those injected with the spiro- 
chaetes exposed to a 1 in 1,000 concentration, 23 out of 
24 in the 1 in 2,000 group, and 12 out of 12 in the 1 in 
4,000 group. Of the 3-month-old chickens 12 in the 
{ in 1,000 group, 12 in the 1 in 2,000, and 8 in the 1 in 
4,000 group were inoculated but not one became infected. 

It is inferred that the action of the drug is not direct and 
that other factors are concerned which are absent from 
the newborn chicks but present in the adults. Further 
tests were made by examining the results of inoculation 
with the 1 in 2,000 strength, on the first, eighth, sixteenth, 
and twenty-fourth to twenty-eighth days; the numbers 
infected were 6 out of 6 on the first day, 5 out of 6 on the 
eighth, 1 out of 6 on the sixteenth, and 0 out of 9 
on the twenty-fourth to twenty-eighth days, indicating 
the gradual development of some adjuvant antibody 
which activates the drug. [No explanation is offered to 
account for the lower concentration, 1 in 4,000, proving 
more lethal than the higher, 1 in 1,000.] 

H. Harold Scott 
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837. The Chemical Nature of Substances Accompanying 
Penicillin in the Process of Extraction with Ether: II. 
Inactive but Potentially Active Penicillin Precursors. 
(Sulla natura chimica delle sostanze che accompagnano 
le penicilline durante il processo di estrazione con etere: 
Il. Le penicilline, precursori inattivi, ma attivabili, delle 
penicilline naturall) 

G. DEL VECCHIO, V. DEL VECCHIO, and R. ARGENZIANO. 
Bollettino della Societa Italiana di Biologica Sperimentale 
[Bol. Soc. ital. Biol. sper.] 23, 1023-1025, Aug., 1947. 
5 refs. 


The authors have previously recorded experimental 
work to show that during extraction of biologically 
active penicillin with ether at pH 2-0, other substances are 
found resembling penicillin but differing biologically in 
having no apparent action on Staphylococcus aureus and 
chemically in not being convertible to penicillic acid. 
Such substances occur in the culture fluid of P. notatum 
and are met with in non-crystalline penicillin of com- 
merce. Attempts to activate them by ultraviolet rays or 
other methods have failed. In the course of their work 
the authors used part of a preparation of penicillin, 
leaving the rest in an exsiccator at room temperature. 
At the end of 6 months they found that the titre of the 
latter had more than doubled. They concluded that 
some previously inactive isomer of penicillin had under- 
gone molecular change to active penicillin, but further 
consideration led them to discard this explanation and to 
postulate union of the penicillin-like substances with a 
basic amino-group or with some protein. But poly- 
Peptides, proteins, and amino-acids are not present in 
hydrolysed commercial penicillin, with the single excep- 
tion of d-penicillamine, part of the penicillin molecule, 


combined with an alcohol. It is known that the esters of 
penicillin are fat-soluble, are present in samples of the 
commercial preparations, and are soluble in ether at 
PH2:-0. The authors have extracted commercial penicillin 
with ether at this pH and separated the penicillin. The 
residue, after evaporation of the ether, was hydrolysed 
with sulphuric acid and divided into two equal portions. 
The authors have come to the conclusion that in com- 
mercial penicillin, as prepared by the process of adsorp- 
tion on carbon and elution with aqeous acetone, there 
are other substances called propenicillins, which, by the 
breaking down of some union with an ester, set free active 
penicillin. Hitherto the presence of penicillin esterase 
has not been demonstrated in human blood, but it is 
found in that of treated animals—mice, rats, guinea-pigs. 
The authors mention that Hobby and his colleagues 
have observed that crude commercial penicillin has the 
same antibiotic potency as the crystalline products G, 
X, F, and K, but is more potent protectively than G, the 
most active of the four, in experimental infections of 
mice with a haemolytic streptococcus. A more detailed 
account is contemplated. H. Harold Scott 


838. A Study of the Distribution of Penicillin in Blister 
Fluid after Parenteral and Topical Application 

A. Dostrovsky, J. GUREVITCH, and R. ROZANSKY. 
Journal of Investigative Dermatology [J. invest. Derm.} 
10, 69-76, Feb., 1948. 2 refs. 


The authors, working in the Rothschild Hadassah ° 


University Hospital, Jerusalem, investigated by the 
method of Kolmer the penicillin content of sera and 
blister fluids from patients with spontaneous and 
artificial blisters. Artificial blisters of 0-5 cm. diameter 
were produced by application to the skin of the limbs of 
four cantharides plasters each 2x2 cm. Spontaneous 
blisters in 6 cases of pemphigus vulgaris and one of 
Diihring’s disease were examined. Blister fluid with- 
drawn before administration did not inhibit the test 
organism, Staphylococcus aureus Heatley. 

Penicillin was detected in the blister fluid almost as soon 
after injection as in the serum, the level being lower and 
being longer maintained in the former, irrespective of the 
route of injection. No penicillin was found in blister 
fluid or serum after percutaneous administration, but 
surface application to spontaneous blisters produced the 
highest concentration within. J. E. M. Whitehead 


839. Experience with a New Wax-free Penicillin 
Preparation (Penicillin—Adrenalin—Oil Emulsion). 
(Erfahrungen mit neuen wachsfreien Depotpenicillin- 
Praparaten in der inneren Medizin. Penicillinadrenal- 
indlemulsionen) 

A. F. Essecvier, B. J. KosZeEwski, and F. O. GUNDERSEN. 
Schweizerische Medizinische Wochenschrift [Schweiz. 
med. Wschr.| 78, 334-339, April 10, 1948. 10 figs., 
23 refs.. 


This new preparation, “ intracillin’’, consists of 
300,000 units potassium penicillin G with 0-3 mg. 
adrenaline in 1 ml.'sesame oil. The adrenaline prolongs 
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the action of the penicillin, and the preparation has the 
advantages over penicillin in beeswax and arachis oil 
that injections are less painful, no special needle of wide 
bore is required, and formation of paraffinomata and 
abscesses is avoided. It is given as a single daily injec- 
tion of 600,000 units until the temperature has returned to 
normal, when 300,000 units is given daily for 2 to 4 days. 
The effect is comparable with that of 3-hourly injections 
of aqueous solutions of penicillin and results of clinical 
trials appear satisfactory. The injections must be given 
strictly intramuscularly, the upper and outer quadrant 
of the glutei being the most suitable site. Results in 
45 cases of infective conditions, including 39 of pneu- 
monia, are described. Harold Jarvis 


840. Nose and Skin Carriage of Staphylococcus aureus 
in Patients Receiving Penicillin 
B. Moss, J. R. Squire, and E. Toptey. Lancet [Lancet] 
1, 320-325, Feb. 28, 1948. 2 figs., 35 refs. 


Numerous publications have described the presence of 
Staphylococcus aureus in the nasal cavities of a high 
percentage of healthy people. The presence of the same 
organism, defined by a positive coagulase test, is of less 
frequent occurrence on the healthy skin. The authors in 
their present study have concentrated on the specific 
problem of the dependence of skin carriage on nasal 
carriage in persons with normal skins. Some of the 
patients in a male surgical ward were the subjects of the 
investigations over a period of 8 months. Penicillin was 
given intranasally for 10 days: (1) by spraying thrice 
daily with a solution containing 12,500 units per ml., and 
(2) by applying a cream containing 100,000 units per g. 
in a “ lanette wax ”’ base with sterile swabs twice daily. 
The details of the bacteriological technique are given. 

In a group of 21 patients the nasal-carriage rate fell 
from 97% before treatment to 67% during the first 5 days 
of treatment and to 37% during the last 5 days, whereas 
in a control group of 20 the bacterial flora of the nose 
showed no significant change as a result of their stay in 
hospital. The elimination of the nasal Staph. aureus 
was associated with a significant fall in its carriage on the 
skin of the wrist, and this would seem to show that the 
skin is often contaminated from the nose. In 37 cases 
swabs were obtained from the vestibule, nasal fossae, 
and nasopharynx, and the findings emphasize the 
decreasing frequency with which the staphylococcus is 
found at sites from the nasal vestibule to the naso- 
pharynx, and that colonization seems to take place only 
in the squamous epithelium of the vestibule. In 15 cases 
parenteral administration of penicillin did not affect the 
incidence of staphylococci in the nose. J. Smith 


OTHER ANTIBIOTICS 


841. Recovery of Streptomycin from Urine 
J. and D. Row Lancet [Lancet] 1, 404, 
March 13, 1948. 


In the treatment of tuberculous patients with strepto- 
mycin it was found that about 50% of the drug was 
excreted in the urine at a concentration of about 1,000 
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units per ml. The streptomycin could be recovered from 
the urine, by simple adsorption methods, in a sufficiently 
pure form for reinjection, thus effecting a saving of the 
drug during the present shortage. R. Wien 


842. Action of Streptomycin on Spermatozoa of the 
Bull. (L’action de la streptomycine sur la vitalité dy 
sperme de taureau) 

L. HeNNAUX, E. DimirropouLos and E. Corpsz, 
Comptes Rendus des Séances de la Société de Biologie 
[C.R. Soc. Biol., Paris} 141, 1272-1274, Dec., 1947, 
4 refs. 


Investigating samples of bull’s semen at the Gembloux 
centre for artificial insemination, Belgium, these authors 
tested the action of streptomycin on: (1) spermatozoa; 
(2) spermatozoa and a fresh culture of Brucella abortus; 
and (3) spermatozoa and a suspension of Bacterium colj. 
Sperm vitality was estimated by the percentage of motile 
forms and by the degree of motility related to an arbitrary 
coefficient of from 0-5 to 5%. For the first experiment 
carried out at 5° C. they used 10 mg. of streptomycin in 
10 ml. bull’s semen, diluted 1 in 3 with a citrate medium 
(Salisbury et al., J. Dairy Sci., 1941, 24, 905), but they 
found that 30 mg. of streptomycin in semen diluted 1 in 
10 was less deleterious to the sperms, presumably 
because the greater concentration of the antibiotic had 
killed incidental bacteria. Comparable tests made with 
the addition of bacterial cultures (strengths not stated) 
and with the same dilution. factors and amounts of 
streptomycin showed that the inhibitory effect was less on 
Bact. coli than on Br. abortus. In cases where seminal 
fluid contains agglutinins for Br. abortus, streptomycin, 
30 mg. per 10 ml. diluted fluid, might be added prophy- 
lactically to sperm samples intended for artificial 
insemination. Magnus Haines 


843. Streptomycin-Sensitive, -Dependent, 

sistant Bacteria 

T. F. Patne and M. FINLAND. Science [Science] 107, 
143-144, Feb. 6, 1948. 7 refs. 


and -Re- 


Working with Staphylococcus aureus, Bacterium coli, 
Proteus morgani, and Pseudomonas aeruginosa in the 
Boston City Hospital and Department of Medicine, 
Harvard Medical School, the authors have shown that 
from a given sensitive strain it is possible to obtain two 
variants, a resistant strain which could grow either in 
high concentrations of streptomycin or in its absence, 
and a so-called dependent strain which grows only in 
the presence of streptomycin. The critical concentrations 
of streptomycin above which the sensitive strain does not 
grow and below which the dependent strain cannot 
grow is about the same. Single colonies which had 
appeared following the first few exposures to strepto- 
mycin contained both dependent and sensitive organisms. 
In the case of the sensitive strain, streptomycin may be 
considered as interfering with some essential metabolite 
or metabolic product: the dependent strain, on the other 
hand, utilizes streptomycin as an essential metabolite or 
growth factor. G. M. Findlay 
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SULPHONAMIDES 


344. A New Sulpha Compound (‘‘ 6257 ’’) and Its Use 
in Human Cholera Infection 

§. S. BHATNAGAR, F. FERNANDES, J. DE SA, and P. V. 
DiveKaR. Nature [Nature, Lond.) 161, 395-396, March 


13, 1948. 


845. Chemotherapy of Cholera with a New Sulphon- 
amide Compound (“ 6257”’). Laboratory Investigations 
and Field Trials 

§. S. BHATNAGAR, F. FERNANDES, J. DE SA, and P. V. 
DiveEKAR. British Medical Journal [Brit. med. J.}, 1, 
719-723, April 17, 1948. 14 refs. 


Hexamethylene tetramine was found to kill cholera 
vibrios suspended in physiological saline in less than half 
an hour. Crude preparations consisting of sulphanil- 
amide and hexamine were first prepared and found to 
give promising results in animals and man infected with 
cholera. Later a compound (‘ 6257 ’’) was prepared by 
condensing two molecules of sulphathiazole and three 
molecules of formaldehyde. The actual constitution of 
this compound has not been worked out but its formula 
is Co;3Ha2OgNeSq4. Jn vitro it exerts a bactericidal action 
on cholera vibrios when 50 mg. or more is added to 
10 ml. of peptone water; in concentrations of from 
5 to 50 mg. in 10 ml. it is bacteriostatic. Jn vivo in mice 
inoculated intraperitoneally with cholera vibrios com- 
plete protection is afforded by doses of 40 to 50 mg. given 
subcutaneously or intraperitoneally for 2 days before 
inoculation and for 4 days after. If given by mouth 
only 10% of mice are protected, probably because of poor 


__ absorption from the alimentary canal. 


Field trials were carried out in villages in Southern 
India. After bacteriological confirmation of the diag- 
nosis a dose of 6 g. was given by mouth followed by 
4g. 4 hours later. Two doses of 2 g. were given on the 
second and third days, two doses of 1 g. on the fourth 
day, and 1 g. for the next 3 days. The usual total dose 
was 28 g., though as much as 50 g. has been given without 
any toxic results. If vomiting was severe the first doses 
were given by rectum. Among 85 patients, mostly 
undernourished women and children, the mortality has 
been 4°%, whereas in the same area the average mortality 
for the past seven years has been 70%. Although no 
details are given the administration of the drug to healthy 
contacts is said to have protected them against infection. 

G. M. Findlay 


846. The Use of a Sulfadiazine—Sulfathiazole Mixture 
Combined with Systemic Alkalizers 

L. OrrTiINGER and G. CRONHEIM. American Practi- 
tioner [Amer. Practit., Phila.|] 2, 526-529, April, 1948. 
1 fig., 15 refs. 


The introduction of ‘* multiple sulphonamide therapy ” 
by Lehr (Proc. Soc. exp. Biol., N.Y., 1945, 58, 11) and 
Frisk et al. (Brit. med. J., 1947, 1, 7), in which the 
bacteriostatic level is a function of the total sulphonamide 
content, but the solubility, particularly in urine, is a 
function of the amount of each sulphonamide separately, 
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was a further improvement in the use of the sulphonamide 
group of chemotherapeutic agents. Flippin et al. (Ann. 
intern. Med., 1946, 25, 433) found that the incidence of 
crystalluria could be reduced from some 26% with 
sulphadiazine or sulphamerazine to 6% with a mixture of 
the two drugs. 

The present authors, working in the Vanderbilt Uni- 
versity and the Nashville General Hospital, U.S.A., have 
shown that an even lower incidence of crystalluria than 
with sulphonamide mixtures alone is obtainable without 
lowering of the blood level by the addition of sodium 
lactate and sodium citrate to mixtures of sulphadiazine 
and sulphathiazole. The basic formula was: 5% each 
of microcrystalline sulphadiazine and sulphathiazole, 
10% sodium citrate, and 12% sodium lactate dispersed in 
a suitable base (constitution not given). A 5-ml. dose of 
the suspension corresponds to 0-5 g. (gr. 7:7) of total 
sulphonamides and the equivalent of 0-83 g. (gr. 13) of 
sodium bicarbonate. The mixture was given to adults 
in doses of 20 ml. (1 g. of each sulphonamide), followed 
by 4-hourly doses of 10 ml. (0-5 g. each). In children 
the initial and maintenance doses were equal and were 
computed on a basis of 0-1 g. total sulphonamides per 
kilo body weight per day. The average plasma con- 
centrations were 6-6 mg. per 100 ml. from 13 adults (37 
blood samples) and 7-7 mg. per 100 ml., from 21 children 
(65 blood samples). The effect of systemic alkalizers on 
urinary pH was as expected—some 60% (63 out of 107 
urine specimens) having a pH of 7-‘Oorover. Three urine 
specimens contained sulphonamide crystals (2-5%), but 
in one of these crystalluria was due to a direct nephrotoxic 
action by sulphonamides. Malcolm Woodbine 
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847. The Treatment of Acute Gold and Arsenic Poison- 
ing. Use of BAL (2,3-Dimercaptopropanol, British Anti- 
lewisite) 

A. COHEN, J. GOLDMAN, and A. W. Dusss. Journal of 
the American Medical Association [J. Amer. med. Ass.} 
133, 749-752, March 15, 1947. 10 refs. 


848. The Treatment of Gold Dermatitides. Use of BAL 
(2,3-Dimercaptopropanol) 

C. RAGAN and R. H. Boots. Journal of the American 
Medical Association [J. Amer. Med. Ass.] 133, 752-754, 
March 15, 1947. 1 fig., 11 refs. 


Arsenic and gold are closely related chemically and in 
all probability: exert similar biochemical effects. It may 
be presumed that toxic reactions from gold are due to its 
union with sulphhydryl groups in tissues so that BAL 
should be able to reverse the toxic effects as in arsenical 
poisoning. Ragan and Boots record experiments in 
which the administration to rats of BAL and gold salts 
was not followed by toxic effects. With this reassurance 
they used BAL in the treatment of 5 patients suffering 
from dermatitis due to gold, and found in all 5 a signifi- 
cant excretion of gold in the urine coincident with the 
administration of BAL. In 4 patients in whom the 
dermatitis had existed for less than 4 months the pruritus 
ceased and the rash cleared up. In one patient with a 
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rash for 3 months both pruritus and rash failed to respond 
to treatment. In 4 patients with rheumatoid arthritis 
symptoms were aggravated within a month of the 
administration of BAL. 

Favourable results are also reported by Cohen, Gold- 
man, and Dubbs who treated 5 cases of acute poisoning 
due to gold and one case of acute arsenical poison- 
ing with intramuscular injections of BAL. Transient 
symptoms attributable to BAL were experienced in these 
cases, including a sense of warmth in the mouth, saliva- 
tion, flushing of the face, conjunctival injection, lacrima- 
tion, and pains in the arms and legs, but the prompt 
improvement in the clinical condition was so impressive 
as to warrant an extensive trial of the treatment in gold 
intoxication. G. R. Cameron 


849. Actions of British Anti-Lewisite (2 : 3-Dimercapto- 
propanol) 

J. D. P. GRAHAM and J. Hoop. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacol. 3, 
84-90, March, 1948. 5 figs., 23 refs. 


The authors record experiments on the toxic properties 
of BAL and its protective action against poisoning with 
arsenic, mercury, antimony, and chromium. White 
mice, rats, guinea-pigs, and rabbits were used. A 
deleterious effect on mice poisoned with lead, gold, and 
bismuth is recorded. BAL prevents or relieves tissue 
damage due to chronic poisoning with arsenic, mercury, 
and chromium. It inhibits the action of insulin. 

G. R. Cameron 


850. The Effect of Alcohol and Some Drugs on the 
Capacity for Work. [In English] 

E. ASMUSSEN and O. Boye. Acta Physiologica Scandina- 
vica [Acta physiol. scand.] 15, 109-113, April 20, 1948. 
5 refs. 


Alcohol, caffeine, cocaine, strychnine, and nitroglycerin 
are used in competitive sports. In the present paper the 
effect of these substances has been tried in controlled 
work experiments on normal, non-fatigued athletes. It 
was found that none of them could increase the ability to 
perform maximal muscular work, lasting about 15 seconds 
or about 5 minutes, with the possible exception of 
caffeine in the longer period.—[{From the authors’ 
summary. ] 


851. Clinical Picture of Lathyrism. (Zur Klinik des 
Lathyrismus) 
H. G. MERTENS. 


Nervenarzt [Nervenarzt] 18, 493-499, 
Nov., 1947. 


16 refs. 


Certain properties of lathyrus (L. sativus or chick pea, 
L. cicera) are blamed for the condition discussed in this 
paper and known as lathyrism. In 1946 in 3 camps in 
the middle of France 420 German prisoners of war were 
fed almost exclusively on lathyrus seed, and in many 
cases lathyrism was observed. The author tried to get 
information about these patients from repatriated 
prisoners of war, and in this paper he summarizes his 
inquiries. It seems that 2 to 3 months passed before 


initial symptoms appeared; then, during the following 
3 to 4 months painful cramps occurred, mostly during the 
night and usually affecting one leg. At the same time 
impaired memory became manifest. About 6 months 
after the feeding with lathyrus had started severe spastic 
parapareses were observed, with severe clonus, tremor of 
the arms, and disturbances of micturition, potency, and 
defaecation. Sensory disturbances were rare. The 
protein content of the cerebrospinal fluid was increased, 
Prognosis as regards life was good, but there was a 
tendency to considerable residual defects. As it takes 
1 to 2 years before the condition can be considered 
stationary the author was unable to assess final defects, 
F. K. Kessel 


852. Mental Changes Produced by Chewing Coca 
Leaves. (Alteraciones mentales producidas por la 
coca) 

C. GUTIERREZ NorieGA. Revista de Neuro-Psiquiatria 
[Rev. Neuro-psiquiat.] 10, 145-176, June, 1947. 19 refs. 


The coca chewing habit is one of the most important 
medical problems in Peru; over 7,000,000 kg. of coca- 
leaf is annually consumed in that country, mostly by the 
poorer classes. In the province of Huncayo, where 
this investigation was carried out, the 123,000 inhabitants 
chew yearly over 500,000 kg. A hundred Indian 
peasants were examined. The daily individual consump- 
tion ranged from 20 to 100 g., divided into 10 to 20 g. 
doses. Immediate and permanent effects were studied. 
The most important immediate effect, found in 100% of 
cases, ‘was the suppression of sensations, such as hunger, 
thirst, cold, and tiredness. Next, in order of decreasing 
frequency, came autistic satisfaction of desires; euphoria; 
alteration of the visual perception bearing upon the 
colour, size, and number of the perceived objects. 
Visual hallucinations and alteration of the perception 


of sound, space, and time were very rare. Permanent’ 


mental changes were observed only in old, persistent 
coca-chewers. They affected: (a) personality—intro- 
version, schizothymia, indifference, asthenia, and autism 
were observed; (5) memory—considerably affected; and 
(c) intelligence—much lowered. 

The tolerance for coca does not increase and the 
addicts take the same dose for years. Suppression does 
not cause any symptoms of abstinence in the minor 
addicts, but in the major ones it is followed by general 
malaise and constipation or diarrhoea. A. Lilker 


853. The Effects of B Vitamins, Liver and Yeast on 
Atabrine Toxicity in the Rat 

B. H. Ersuorr. Journal of Nutrition [J. Nutrit.] 3, 
269-280, Feb. 10, 1948. 16 refs. 


The effect was studied on weanling female rats of the 
addition of mepacrine atabrine in a proportion of 
500 mg. to 1 kg. of various diets. When mepacrine was 
added to a synthetic diet which had been supplemented 
with all the known vitamins there were marked retarda- 
tion in growth, alopecia, inhibition of ovarian develop- 
ment, enlargement of submaxillary glands, granulocytosis, 
and electrocardiographic changes indicating myocardial 
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damage. The effect of the mepacrine was less when 
the amounts of the vitamins of the B group were increased, 
still less when yeast was present in the diet, and least 
when whole liver powder was present. Thus, although 
part of the protective effect against mepacrine poisoning 
is due to the vitamins of the B group, it seems that yeast 
and liver contain another protective factor or factors. 
Preliminary tests show that the protective activity of liver 
lies in the water-insoluble fraction of the whole liver. 
J. Yudkin 


854. Tricresylphosphate Polyneuritis (Review of 75 
Cases). (Om trikresylfosfatpolyneurit. En redogérelse 
for 75 fall) 

0. W. v. NANDELSTADH. Nordisk Medicin [Nord. Med.} 
36, 2379-2387, Nov. 28, 1947. 25 refs. 


The author describes 75 cases of polyneuritis observed 
in Helsinki in the winter of 1944-5. The patients 
were mainly middle-aged men in very poor circumstances 


’ who were addicted to alcohol, polish, and other intoxi- 


cants. The greatest case incidence was during and just 
after a period of nation-wide prohibition of alcohol 
(November, 1944). There was a rapidly developing 
symmetrical distal paralysis affecting the limbs (the legs 
earlier and more than the arms) but sparing the trunk and 
cranial nerves. Only the ankle-jerks were regularly lost 
and the sensory and autonomic disturbances were mild. 
Recovery took months and in the severe cases was only 
partial. Strychnine and perhaps vitamin B, injections 
appeared to accelerate recovery in the milder cases. 
The cause was not certainly determined, but the clinical 
features were typical of Jamaica-ginger paralysis—that is, 
poisoning with triorthocresylphosphate, which was 
probably present in some of the intoxicants. This 
chemical was imported into Finland only during 1943; 
the cases began to appear in the middle of 1944 and there 
has been none since March, 1945. A.M. M. Wilson 


BLOOD TRANSFUSION 


855. On the Nomenclature of the Anti-Rh Typing 
Serums: Report of the Advisory Review Board 

W. B. Castle, M. M. Wintrose, and L. H. SNYDER. 
Science [Science] 107, 27-31, Jan. 9, 1948. 29 refs. 


This ‘is the report of the Advisory Review Board 
convened in Washington to decide on the labelling of 
bottles of anti-Rh serum. The inquiry was confined 
to the notation of Wiener on the one hand and that of 


_ Fisher on the other. The points in favour of Wiener’s 


nomenclature are that it has priority, having been pro- 
posed by one of the discoverers, that it is in use by many 
clinicians and research workers and by nearly all the 
writers on the subject in the Western Hemisphere, and 
that no conclusive evidence has been presented against 
the theory on which it is based. Against Wiener’s 
nomenclature are the facts that it does not always specify 
the antigens present in the type name, and it almost never 
does so in the genotype name, that it has changed rapidly 
from year to year, that it is losing followers among the 
producers and users of serum, that it involves complica- 


tions, both typographical and genetic, of subscripts, 
superscripts, numbers, primes, and other symbols, and 
that it involves the somewhat doubtful assumption of 
multiple antigens produced by single genes. Points in 
favour of the Fisher-Race nomenclature are that it always 
specifies in both type name and genotype name the 
individual antigens present, that it is in wide usage in 
England, is gaining in usage in the Western Hemisphere, 
and hence may become the international standard, that 
it is simple and direct, both typographically and genetic- 
ally, and that it conforms to a one-to-one correspondence 
between gene and antigen. Against the Fisher-Race 
nomenclature are the facts that it lacks priority and that 
it is based on a genetic hypothesis which is purely 


theoretical and for which no clear proof exists—an hypo-. * 


thesis no more tenable on genetic grounds than Wiener’s 
hypothesis. An example of the recommended labelling 
is: 

Anti-Rh Typing Serum (human) 

Anti-Rho (Anti-D) 

Slide test 

Lot No. 

Manufacturer. 


[The Board are to be congratulated on the completion 
of a very difficult task. They probably went as far as 
they could at present in introducing the Fisher notation 
in parentheses. This is a step in the right direction, for 
Fisher’s ideas have taken root in the United States only 
within the last two years. The abstracter can hardly 
claim to be considered unprejudiced, but it does seem 
fair to make one point which clearly did not emerge at 
the meetings. Fisher put forward his theory of allelo- 
morphic antigens (which is now accepted everywhere) and 
his notation, before any discussions of the possible 
genetic situations. It is independent of whether linkage 
is perfect or imperfect. It is not, as the Board say, 
based on a genetic hypothesis.] R. R. Race 


INSECTICIDES AND REPELLENTS 


856. Evaluation of Selected Insecticides and Drugs as 
Chemotherapeutic Agents Against External Blood- 
sucking Parasites 

E. F. KNIPLING, R. C. BUSHLAND, F. H. BABers, G. H. 
CuLpPepPER, and E. S. Raun. Journal of Parasitology 
[J. Parasit.] 34, 55-70, Feb., 1948. 13 refs. 


The destruction of blood-sucking arthropods by in- 
ternal medication of the vertebrate host has not received 
much attention in the past, though it has been shown 
within recent years that sublethal oral doses of DDT given 
to a rabbit will destroy a high proportion of the bed bugs 
subsequently fed on the animal, while Aédes aegypti, 
Cimex lectularius, and Ornithodorus moubata will be 
similarly killed when benzene hexachloride has been 
administered to the host. The investigations described 
in the present paper appear to be the first large scale 
attempt to estimate the possible value of this method of 
pest control; although the results were by no means 
conclusive they are sufficiently promising to warrant 
continuation of research along similar lines. The 
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authors gave various doses of some 30 different drugs and 


* insecticides to rabbits, and subsequently allowed certain 


species of mosquitoes, lice, ticks, and mites to feed on 
the treated rodents. As a result of these preliminary 
investigations, two drugs, 2-pivalyl-1,3-indandione, and 
benzene hexachloride, were discovered to be particularly 
effective and worthy of further investigations. Benzene 
hexachloride showed greatest activity against mosquitoes 
and ear mites (Psoroptes equi var. cuniculi (Delafond) ), 
while indandione proved far superior in its lethal action 
when employed against body lice (Pediculus humanus 
corporis Deg.) and against the lone star tick (Amblyomma 
americanum (L)). The authors are careful to point out 
the toxicity of 2-pivalyl-1,3-indandione to vertebrates, 
previous authors having shown that *‘ 200 and 400 mg. 
per kilogram killed all rats (three at each dosage) ”’. 
Nevertheless, they consider that this degree of toxicity 


does not necessarily rule out employment of this drug 


as a practical method of pest control. 

“In view of the promising results with 2-pivalyl-1,3- 
indandione as a chemotherapeutic agent for body lice and 
ticks, and with benzene hexachloride for mosquitoes and 
mites, the next logical step is to determine the value of 
these and various other chemicals when administered to 
animals harboring natural infestations of lice, mites, 
fleas, flies, and other parasites. Should 2-pivalyl-1,3- 
indandione prove as effective against other external 
parasites as it is against body lice, it might be incorporated 
in feed, salt, mineral mixtures, or water consumed by the 
host. Although toxicity is a major consideration, tests 
should be conducted under close and careful supervision, 
with 2-pivalyl-1,3-indandione administered to various 
animals harboring different bloodsucking parasites, to 
determine the affect on the parasite and on the host.” 

R. M. Gordon 


857. Observations on the Pharmacology of the Isomers 
of Hexachlorocyclohexane 

B. P. McNamara and S. Krop. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.| 92, 
140-146, Feb., 1948. 9 refs. 


The pharmacology of the four stereo-isomers (alpha, 
beta, gamma, and delta)*of 1,2,3,4,5,6-hexachlorocyclo- 
hexane is of interest for several reasons, apart from the 
importance of the poisoning hazard associated with the 
use of the gamma-isomer (** gammexane ”’) as an insecti- 
cide. Halogenated hydrocarbons are generally regarded 
as central nervous system depressants, and the study of the 
relation between chemical structure and pharmacological 
activity is uniquely facilitated in this isomeric series, 
since the isomerism involves spatial rearrangements of 
identical substituents. Further, the investigation has 
revealed the rarely-observed occurrence of direct physio- 
logical antagonism between stereo-isomers. 

Intravenous administration to rabbits of emulsified 
oil solutions of individual pure isomers showed that the 
beta and delta compounds at a concentration of 10 to 
20 mg. per kilo produced a rapid onset of paralysis, 
suggesting direct central depression. By contrast, the 
gamma compound, which was 100% lethal at a dose of 
6 mg. per kilo, produced convulsions of high central 
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origin, together with generalized muscle tremors, hyper. 
pnoea, and cardiac failure, none of which was observed 
with either the beta or the delta compound. Similar 
experiments on dogs supported the conclusion that the 
outstanding pharmacological action of gammexane js 
direct stimulation of the central nervous system. 

The lower apparent toxicity of gammexane admini- 
stered in a mixture of the four pure isomers was traced to 
an antagonism between gammexane and one or more of 
the three other isomers. Previous administration of the 
delta isomer alone decreases the toxic action of gammex- 
ane in rabbits and mediates the separately-observed 
central and cardiovascular effects described below in 
dogs. [This property is also attributed in the ‘authors’ 
concluding summary to the beta isomer, though no 
experimental evidence is adduced for it in the preceding 
text.] 

Electroencephalographic, electrocardiographic, and 
blood-pressure changes in curarized dogs treated intra- 
venously with 4 mg. per kilo of gammexane consisted of 
the rapid onset of a grand mal type of epileptic electro- 
encephalogram, with concomitant bradycardia and a 
pronounced rise in blood pressure. These convulsive 
effects, which persisted for approximately 30 seconds, 
were repeated sometimes more than 10 times at intervals 
of equivalent duration. Atropine blocked the brady- 
cardia but not the pressor effect in these animals. In 
dogs given pentobarbital without artificial respiration 
gammexane gave rise to no changes in the electro- 
encephalogram, but caused bradycardia and a fall in 
blood pressure. Atropine prevented the bradycardia 
but not the fall in blood pressure. 

The pressor effects of gammexane in dogs under the 
influence of curare are produced by sympathetic over- 
discharge; previous administration of the sympatholytic 
drugs, yohimbine hydrochloride and dibenzyl-f-chloro- 
ethylamine hydrochloride (“* dibenamine ”’), showed that 
the former inhibited the blood pressure rise produced by 
gammexane without blocking the central effect, and that 
the latter was less effective in this respect. 

J. Williamson 


858. Persistence of D.D.T. and Benzene Hexachloride 


in Soil 
M.S. SmitH. Nature [Nature, Lond.}| 161, 246, Feb. 14, 
1948. 1 ref. 


Although there is considerable indirect evidence, 
derived from experiments with insecticides, that DDT 
and ** gammexane ”’ persist in soil, the problem has not 
previously been the subject of direct chemical investiga- 
tions. In the present experiments the author incor- 
porated DDT and benzene hexachloride (mixed isomers 
containing 10% gamma isomer) at a concentration of 2% 
with both acid and alkaline soils. The treated soils, 
with controls, were kept in the open, and the residual 
insecticide content was determined at intervals. After 
18 months, more than 95% of DDT and 80 to 94% of the 
benzene hexachloride were still recoverable. Neither 
chemical appeared to affect adversely the bacterial con- 
tent of the soils, but “‘ whereas the DDT-treated soils 
permit normal germination and early growth of cress, 
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oats, and wheat, those treated with benzene hexa- 
chloride inhibit root development. Further, the benzene 
hexachloride soils do not permit root development in the 
case of sugar beet, cabbage, and flax. Here the DDT 
treatment results in a somewhat lower percentage 

ination, although early growth is then normal. 
Oats and wheat are particularly susceptible to benzene 
hexachloride, and suppression of the radicle occurs even 
when the concentration of this substance is reduced to 
by admixture with the control soil ”’. 

R. M. Gordon 


859. Toxicity of y-Benzene Hexachloride in Clothing 
R. G. Horton, L. Kare, and L. E. CHApDwIcK. 
Science [Science] 107, 246-247, March 5, 1948. 1 ref. 


Animals exposed to an acetone solution of the pure 
y isomer of hexachlorocyclohexane and mixtures of 
hexachlorocyclohexanes containing 83% of y isomer, or 
fitted with suits of herringbone twill impregnated with 
an acetone solution of hexachlorocyclohexane (83% 
y isomer) of such strength as to yield a concentration of 
2 g. of y isomer per square foot (0-093 sq. metre) of 
cloth, developed symptoms of hexachlorocyclohexane 
intoxication and a number died within a week of exposure. 
Rabbits and rats were more sensitive than guinea-pigs. 
Care was taken to eliminate ingestion and inhalation of 
the compound. Movement appeared to increase the 
hazard. Previous tests at Orlando, Florida, had shown 
that this concentration for impregnation of twill was 
highly effective against mites. The authors conclude 
that such a concentration is sufficiently hazardous to 
some mammals to warrant the utmost caution in the use 
of y isomer in a concentration of 2 g. as a miticide for 
impregnating human clothing. G. R. Cameron 


860. Plague Controlled in Haifa by the Use of DDT 
Alone 

J.S. McK. PoLtock. Transactions of the Royal Society 
of Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.] 41, 647-656, March, 1948. 2 figs. 


Plague is endemic in Haifa, and in all previously 
recorded ‘outbreaks the disease has run an uninterrupted 
course from early summer until the advent of the rains 
in December. The most recent outbreak, which is 
described in this paper, had at first every appearance of 
behaving in a similar manner; indeed, it appeared to be 
more explosive than any previously observed in the area. 
Nevertheless, it ran a totally different course, for although 
the epizootic among the rats continued with unabated 
severity, there was a sudden cessation of cases in human 
beings 7 days after the start of an extensive DDT cam- 
paign. This campaign is described in detail, and its 
extent is indicated by the fact that 500 gallons (2,273 
litres) of 5°% DDT residual spray were laid down daily in 
forming a barrier between man and rat, and in destroying 
the flea population within the barrier. In addition to this 
Street and house spraying, persons in affected areas were 
dusted, a measure which proved very popular with the 
Arab population, 30,000 of whom presented themselves 
for dusting during the first 10 days of the outbreak. 


Various other anti-plague measures were used, but the 
author is convinced that the dramatic ending of the 
outbreak was due, at any rate in the main, to the DDT. 
As a result of this successful campaign, only 19 bacterio- 
logically proved cases of plague were treated at the 
Government Hospital, Haifa. The first patient died the 
day after admission, but the remaining 18 cases yielded 
to treatment with large doses of sulphadiazine. All but 
3 patients responded quickly to this treatment and “ on 
these streptomycin, in comparatively small dosage, had 
almost miraculous effect . . . Although it is too early 
yet to draw any final conclusion from the use of DDT, 
sulphadiazine, and streptomycin against plague, reports 
published so far make us hope that the world has seen 
its last widespread plague epidemic’. [This may prove 
too optimistic a statement, but it is certain that the new 
insecticides will play an important part in the control of 
all future outbreaks of bubonic plague.] R. M. Gordon 


861. Recent Mosquito Eradication Campaigns 
J. R. Busvine. Nature [Nature, Lond.] 161, 189-191, 
Feb. 7, 1948. 


The complete eradication of a mosquito vector of 
disease, long regarded as an ideal but unobtainable 
objective, has now become a practical possibility, largely 
as a result of the introduction of new and highly potent 
insecticides. The author recounts the history of four 
such eradication campaigns. Two of these campaigns, 
one in Brazil and the other in Upper Egypt, were directed 
against a single species of malaria vector, Anopheles 
gambiae, which does not normally inhabit these regions. 
Both these campaigns have now been brought to a 
successful conclusion, and it is believed that the vector 
can be prevented from re-entering the region by the 
efforts of a small sanitary guard, which could be main- 
tained at a relatively trivial cost. 


Statistics of Anopheline Eradication Projects 


Ano- Men 
r Area Total | Cost* 
Zone pheline Em- 
Species Involved ployed Time /|£1,000’s 
Brazil ... | gambiae 2,000 34 yrs. 530 
Upper gambiae 4,100 sq. km. | 4,000 800 
Egypt... 1,500 sq. mls. 
Cyprus super- 
pictus, 9,300 sq. km. 100 15 (7 
sacharovi| 3,600 sq. mls. months) 
Sardinia labranchia| 23,000 sq. km. 6,000f | 3T ,, more 
9,000 sq. mls. than 
500T 
a year 


* On the basis £1 =4 dollars =2,000 lira. 
+ Estimates. 


The remaining two campaigns, one in Cyprus and the 
other in Sardinia, are directed against mosquitoes 
indigenous in these centres and are not yet complete. 
These latest eradication schemes are progressing well, 
but they represent great difficulties which demand “ all 
the faith and energy, as well as the technical and admini- 
strative skill, which are being devoted to them”’. 

R. M. Gordon 


y per- 

TVved 4 

nilar 

t the 

is 

Nini- 

ed to 

re of 

f the 

rVved 

W in 

nors’ 

| no 

ding 

and | 

ntra- 

d of 

id a 

lsive 

nds, 

vals 

ady- 

In 

ition 

>tro- 

in 

rdia 

“the 

lytic 

oro- 

that 

1 by 

that 

mn 

ride 

14, 

nce, 

DT | | | | 

not 

cor- 

ners | 

lual 

fter 

the 

her 

‘on- 

oils 

ess, 


Radiology 


862. X-ray Irradiation of Convalescent Carriers of 
Diphtheria Bacilli. (R6ntgenbestrahlung von Diphtherie- 
Rekonvaleszentenkeimtragern) 

M. Giizow. Strahlentherapie [Strahlentherapie| 77, 
231-236, 1948. 29 refs. 


For the irradiation of the tonsils in diphtheria carriers 
the patient lies in the prone position with the head turned 
to the opposite side. The tube is 6x8 cm. (skin-focus 
distance 40 cm.) and is adjusted under the mandible so 
that the central ray is directed from below and behind 
and passes through the middle of the fauces. For 
irradiation of the nose the tube is directed from the side 
and in front so that the central ray passes through the 
opposite maxillary antrum. The factors are: 180 kV, 
6 mA, 0-5 mm. Cu filter, 28 r per minute, surface dose 
per field and session 100 to 150 r._ Both tonsils or both 
nasal fields are treated on the same day. The dose of 
short-distance irradiation is 400 r. 

At the University Clinic, Greifswald, the author 
treated 145 adult convalescent diphtheria carriers. The 
cases were divided into four groups. The first group 
consisted of 19 carriers who had had throat infections and 
13 who had had nasal infections; they were irradiated 
6 to 8 weeks after the start of the disease; 9% were 
resistant. In the second group 54 cases after throat 
infections and 15 after nasal infections were irradiated in 
the third week of the disease; 10° were resistant. The 
third group, irradiated in the same week of the disease, 
received 200 r per field in 48 hours; this dose was, if 
necessary, repeated in a week. Of 31 patients con- 
valescent after throat infections 28 became negative in 
14 days and 2 later than this. Of 3 patients convalescent 
after nasal infection 2 became negative in 14 days and one 
later than this. Chaoul’s short-distance irradiation was 
used in the fourth group in the third week of the disease, 
a 3x3 round tube being introduced into the mouth and 
placed as close to the tonsils as possible. Out of 10 cases 
5 became negative in 14 days and 1 later. The author 
abandoned this procedure. The average latent period in 
all groups was 6 to 6-9 days. 

The author discusses the possible mode of action of this 
form of treatment and reviews the results of other workers 
in this field. W. J. Czyzewski 


863. X-ray Irradiation of Diphtheria Carriers. (Uber 
die R6ntgenbestrahlung von Diphtheriebazillentragern) 
H.-J. FIEBELKORN. Strahlentherapie [Strahlentherapie] 
77, 217-229, 1948. 1 fig., 27 refs. 


The author treated 435 diphtheria carriers at the 
Municipal Hospital, Bremen. Records in 205 cases are 
incomplete; these cases constitute Group I. Group II 
cases were studied in more detail. The criteria of cure 
were five negative swabs on successive days or three 
negative swabs at 5 to 8-day intervals. The author 


distinguishes between carriers and excretors of bacilli, 
He found the carrier state to be unrelated to the clinica] 
severity of the case and to the bacteriological strain of 
organism concerned. The presence of deep clefts in the 
tonsils appeared to predispose to the condition. 

In Group I two sagittal nasal fields of various size 
were irradiated, the factors being: 200 kV, 6 mA, filter 
0-5 cm. and 1 cm. Al, surface dose 150, or 200, or 250 r, 
Of the total cases in this group 126 became negative 
(61-4+4-3%), in some instances after 7 irradiations; 
35 patients were untraced and the others remained 
carriers (21-5+1-5%). The interval between irradiations 
was varied according to the bacteriological report. 

In Group II the dosage was reduced to 50 to 150-r 
surface dose, two neck fields being irradiated and the 
central ray being directed from the back and below the 
region of the tonsils. The other factors were as before, 
There was no essential difference in the results with the 
different doses (50, 100 or 150 r). Of these cases 62 
were studied in detail and proved clearly the influence of 
irradiation on the bacilli. It was much more difficult to 
influence carriers than excretors; in the latter small doses 
(50 r surface dose) were more efficient than larger ones, 
whereas in carriers there were many more resistant cases 
after small doses. Sixty-six children under 12 years of 
age were treated. Results were successful in 41 (62:14 
7-6%); doubtful in 8 (12-14+1-5%); while 17 cases 
(25-8-+3:-2%) were resistant. In the 164 patients over 
12 years old there were 134 (81-6+6-4%) successful 
results and 15 (9:2+0-7%) doubtful ones; 15 cases were 
resistant. The author considers the poorer results in the 
children to be due to the prevalence of nasal carriers 
among them. Patients with positive nasal swabs should 
receive irradiation by three fields instead of the routine 
two. Ina few cases positive nasal swabs were obtained 
after sterilization of the throat. Some patients noticed 
a slight tickling in the throat, slight dysphagia, or slight 
tinnitus after irradiation, but no other toxic effects were 
noted. The results are considered to be similar to those 
achieved by fever therapy but the treatment is easier to 
apply. W. J. Czyzewski 


864. The Value of Platelet Counts in Radiotherapy 
W. M. Court Brown. British Journal of Radiology 
[Brit. J. Radiol.] 21, 221-225, May, 1948. 2 figs., 6 refs. 


The author points out that the lack of a reliable indi- 
cator of the effects of large volume irradiation is a grave 
disadvantage, especially in view of the increasing use of 
wide-field x-ray therapy. He considers that a reliable 
indication of the radiation effect on the bone marrow is 
particularly required. It was noted that patients 
developing severe anaemia after irradiation often had 
skin haemorrhages before the anaemia was manifested. 
It was therefore decided to investigate the effects of 
radiation on the platelet count. The investigation 
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showed that radiation produces a fall in the platelet level 
not corresponding strictly to the fall in the white cell 
count, especially in the leukaemias. The level of 
100,000 platelets per c.mm. was adopted as the lower 
limit of safety. Observations were made in over 100 
cases. The relation between the development of 
petechial haemorrhages and radiation-induced thrombo- 
cytopenia is mentioned briefly. 
D. Waldron Smithers 


865. Mitosis Rhythm in Carcinoma of the Human Skin 
under the Influence of Chaoul’s Contact Therapy. (Uber 
den Mitosenrhythmus bei Karzinomen der menschlichen 
Haut unter dem Einfluss der Chaoulschen Nahbestrah- 
lung) 

R. HetmKke. Strahlentherapie [Strahlentherapie| 17, 
259-264, 1948. 4 figs., 20 refs. 


Jiingling and Langendorff (Strahlentherapie, 1941, 
69, 181) studied the mitosis count in long-range irradia- 
tion therapy. The author has found corresponding 
results in 13 cases of basal-cell carcinoma and 13 cases of 
prickle-cell carcinoma of the skin treated by Chaoul’s 
contact therapy at the University Clinic, Jena. Serial 
biopsies were made and the number of mitotic cells per 
1,000 (3,000 cells being counted) was plotted against 
time. 

The general pattern was that of a primary rise, a 
period of inhibition, and a secondary rise. Basal-cell 
carcinomata received a single dose of 500 r. Prickle- 
cell carcinomata were divided into two groups; one group 
received one dose of 500 r and the second group one dose 
of 3,000 r. In the basal-cell tumours there was a primary 
wave starting immediately and lasting for 2 to 5 hours. 
The inhibitory period lasted from the fifth to between the 
twelfth and thirtieth hours and the secondary wave lasted 
until the twenty-fourth, fiftieth, or sixtieth hour. In the 
prickle-cell carcinomata the first group showed more or 
less irregular variants on the above; in the second group 
peaks were more prominent and progress was more 
rapid. 

In both types of tumour there were mitosis-poor and 
mitosis-rich variants. J. Maclean Smith 


866. Gamma-ray Protection in Radium Therapy 

C. W. WiLson and J. R. GREENING. British Journal of 
Radiology [Brit. J. Radiol.| 21, 211-220, May, 1948. 
2 figs., 12 refs. 


The authors point out that the standards for gamma- 
ray protection are based almost entirely upon relatively 
early experiences with moderately low voltage x-rays, and 
that hardly any comparable data have been collected for 
the gamma-rays of radium. At the present time, when 
tolerance doses are being discussed-and suggestions being 
put forward that the standards of tolerance dose and 
dosage rate should be reduced, the authors suggest that 
special attention should be paid to experience gained with 
gamma-ray therapy under practical working conditions. 
Measurements have been made on the dose received at 


widely separated parts of the body by radium mould 
technicians mounting radium needles, and by radiothera- 
pists working with radium. Calculations have also been 
made and have been checked against these measure- 
ments. 

The authors have attempted to assess the order of 
magnitude of dose and integral dose received during such 
work and to relate the results to the general problem of 
gamma-ray protection. A table shows the mean dose 
received at various sites for 50-mg. hours of active 
exposure. The integral doses have been calculated for 
a radiotherapist working in the theatre. It is pointed 
out that the dose at various parts of the body may vary 
between wide limits but that the total integral dose for a 
number of likely working positions does not vary much. 
A large proportion of the integral dose is received by the 
trunk. A table of integral doses with the radium at 15 
and 30 cm. from the trunk is given. 

The problem of safe doses is considered in relation to 
the local exposure of the hands, the local exposure of the 
genital organs, and the general exposure of the whole 
body. The authors found that a mould technician 
received a dose of between 0-47 and 0-49 r per day on the 
hands and after 2 years showed no sign of ill effects. 
Adequate protection of the genital organs of people 
engaged in radium manipulation, from the point of view _ 
of the strict standards now suggested, can be achieved 
quite easily when considerable thicknesses of lead protec- 
tion are employed. It is shown that if the whole of the 
trunk is protected by 4-cm. thicknesses of lead, the total 
integral dose is reduced to approximately one-quarter 
of the value received with no protection. 

It is concluded that the practice of radium therapy and 
the construction of radium moulds may lead to doses to 
the hands above the safety limit and that this is par- 
ticularly likely to occur in radon technicians. Protection 
from genetic injury is also a local problem. Without 
special protection, doses of the order of 0-1 r per day may 
well be received. It is possible, however, to reduce this 
dose quite simply. Protection of the trunk is regarded 
as of particular importance in -reducing the integral 
dose. 3 

The authors recommend that measurements should be 
made of the gamma-ray doses received by various radium 
workers during the course of their duties, and that these 
should be correlated with the condition of their hands, 
the condition of their blood, and, if possible, genetic 
effects. They advocate reducing the dose to the hands by 
spreading the total work over a larger number of people, 
and the dose to the genitals and total energy absorption 
by protection of the trunk. D. Waldron Smithers 


Corrigenda.—Abstracts of World Medicine, 1948, 3, 249-50. 
Abstract 828, lines 5-6: “ Prolongation of dosage is only 
effective should read “‘ Protraction is only effective”. In 
lines 9 and 12 the words “‘ of exposure ’’ should be deleted. 
Abstract 830: In the second column “ the dose rate at the 
skin was always 350 r per minute ” not ‘‘ 35 r per minute”. 
In the last paragraph the safe “‘ skin tolerance ’’ doses should 
read: ‘“ High voltage: a single dose of 1,000 r or 10 frac- 
tionated doses to a total of 3,400 r; low voltage: a single 
dose of 2,500 r or 10 fractionated doses to a total of 6,000 r. 
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867. Primary Systemic Amyloidosis 
L. Iverson and A. B. Morrison. Archives of Pathology 
{Arch. Path.] 45, 1-20, Jan., 1948. 15 figs., 66 refs. 


In reporting 2 cases of primary systemic amyloidosis 
from Duke University, North Carolina, the authors 
bring the total number of cases so far described to 44. 
The patients were a man aged 63, with albuminuria, 
dyspnoea, oedema of ankles, dysphagia, and hoarseness, 
and a woman aged 52, with diarrhoea, arthritis, anorexia, 
haematemesis, and loss of weight. In the former the 
necropsy findings included cardiac dilatation, thickening 
of the endocardium, pulmonary oedema, atrophy and 
oedema of the gastro-intestinal mucosa, a rigidity of the 
small vessels of the lungs and abdomen, and a peculiar 
hardening of the mesenteric fat and appendices epiploicae. 
Microscopically, the media and adventitia of all the small 
vessels except those of the endocrine organs, abdominal 
viscera, and brain were replaced by amyloid, which was 
also found in the skin, tongue, vocal cords, myocardium, 
and gastric submucosa; it was present in the renal 
tubules as waxy laminated casts, and surrounded the fat 
cells of the appendices epiploicae and mesentery. The 
accompanying inflammatory reaction of lymphocytes, 
monocytes, and large reticulo-endothelial cells was most 
marked in the fat; both there and in the blood vessels 
giant cells of a foreign-body type were often present, while 
one amyloid mass in mesenteric fat was bordered by a 
rim of mature bone. In the second case the pericardium 
was thickened, the oesophageal submucosa was grossly 
oedematous, and the gastric mucosa was haemorrhagic 
and oedematous. Microscopically, the pericardium was 
replaced by masses of amyloid containing numerous 
giant cells, and there was interstitial and intrafibrillary 
deposition of amyloid in the myocardium; the oeso- 
phagus, stomach, and small intestine showed atrophy of 
the mucosa and amyloid change in the muscular layer, 
most marked in the lower third of the oesophagus, where 
there were large numbers of huge giant cells. The 
kidneys were relatively unaffected; the joints were not 
examined. 

After pointing out the difficulty of classifying amy- 
loidosis into distinct primary, secondary, and tumour- 
forming types, the authors illustrate the diagnostic prob- 
lems that may arise. Renal symptoms are usually incon- 
spicuous, although one of the commonest sites of amyloid 
deposition is the genito-urinary tract. Certain features 
of the authors’ 2 cases are discussed with reference to the 
pathology of the disease and the origin and nature of 
amyloid, including the striking changes in the fat and 
small vessels and the staining properties of amyloid. 
Among the numerous stains used, the most satisfactory 
for the differentiation from fibrinoid necrosis, hyaline 
change, and collagen were Congo red, phosphotungstic 
acid and haematoxylin, and Verhoeff and van Gieson, 
with which the amyloid stained bright red, orange, and 


green-beige respectively. It is suggested that the changes 
in the fat are due to an alteration of the protein of the 
cell membrane, since amyloid first outlines the cell as a 
thin ribbon, which later thickens and forms a continuous 
mass broken only by fat globules. The amyloid casts in 
the renal tubules were distinguished from those seen in 
Bence-Jones’s proteinuria by the failure of the latter to 
retain Congo red after decolorization. That amyloid 
may form intracellularly is postulated from its appearance 
in the fibrils of the myocardium and smooth muscle 
without apparent invasion of the sarcolemma; this tallies 
with previous observations of its formation within the 
cells of the hepatic and renal epithelium and of the 
reticulo-endothelial system. The probable precursor of 
the Aschoff-like giant cells, which were a constant feature 
in the 2 cases reported and in many previous descriptions 
of the disease, is considered to be the primitive reticulo- 
endothelial cell and not the adventitial cell of the blood 
vessels. 

No new conclusion is offered on the nature and origin 
of amyloid, but, noting the raised serum globulin found 
in one of their cases, the authors suggest that not only 
plasma globulin but also the pre-existing protein within, 
on, or around the cell is concerned in the reaction, which 
may be of an antigen-antibody type. 

Wilfrid E. Hunt 


868. Growth and Repair in Adipose Tissue 

G. R. CAMERON and R. D. SENEVIRATNE. Journal of. 
Pathology and Bacteriology [J. Path. Bact.] 59, 665-676, 
Oct., 1947. 6 figs., 45 refs. 


The omentum-like fold of fat attached to the testis of. 
the rat was used for experiments on regeneration of adult 
fatty tissue. Groups of 8-week-old white albino Wistar 
rats were selected for uniformity in body weight. Naked- 
eye and microscopical examination of the testicular 
omentum from birth at intervals during the growth period 
revealed no evidence of multiplication of fat cells, the 


_ increase in size of the organ being accounted for solely 


by the appearance and increase of fat in fat cells, young 
and potential, performed during embryonic life around 
the vascular network of the primitive adipose tissue. 

In one group of rats the whole fatty fold on one side 
was excised, and the mean weight used as a basis upon 
which to calculate the mean weight of the residual omen- 
tum in a second group, in which roughly half the fatty 
fold was removed. After 3 months it was found that the 
weight increase in testicular fat in the controls was three- 
fold that occurring in the residual omentum in the resected 
group. Body weights of both groups ran roughly paral- 
lel, and were compared with those in a further group of 
animals, part of whose gastric omentum was excised. 
The rates of growth of the fatty folds on the contralateral 
testis were the same in both groups. Over the period of 
the experiment the increase in body weight was twofold, 
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and in testicular omentum weight the increase was sixfold. 
Microscopical examination of the sites of resection did 
not reveal any evidence of proliferation of fat cells (it was 
necessary to exercise care in distinguishing young fat 
cells from fat-laden histiocytes); the histological picture 
was solely that of aseptic inflammation and repair. The 
authors comment that the lack of regenerative potentiali- 
ties in adipose tissue with its rich vascular supply and 
complex enzyme systems is in conformity with what is 
known of other highly-specialized and differentiated 
organs and tissues. W. S. Killpack 


869. Absorption of Exudates from the Peritoneal 
Cavity in Man. Elucidated by the Distribution of 
Implantation Metastases on the Peritoneum. [In English] 
P. H. Ntevsen. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.| 24, 575-581, 
1947. 1 fig., 15 refs. 


It has been shown that in laboratory animals an 
absorption of particulate matter from the peritoneum 
may take place by way of the lymphatics of the diaphragm 
and the internal mammary lymph nodes, and it has 
generally been assumed that the same holds good for 
man. Since the upright posture in man involves the 
factor of gravity, however, this cannot be taken for 
granted and some positive confirmation is called for. 
Five cases of ovarian carcinoma with metastases in the 
upper abdomen are cited. In all of these there were 
implantations in the region of the diaphragm, while in 3 


growth had extended through the diaphragm to the: 


internal mammary lymph nodes. In the opinion of the 
author this indicates an upward flow of tumour-bearing 
fluid against gravity, and unaffected by man’s upright 
posture. The author also suggests, incidentally, that 
the finding of carcinoma involving the internal mammary 
lymph nodes should always suggest the possibility of the 
ovary as the site of a primary growth. J. B. Duguid 


870. Chemical Character of the Enterochromaffin Cells 
G. Gomori. Archives of Pathology [Arch. Path.) 45, 
48-55, Jan., 1948. 2 figs., 27 refs. 


The author discusses the histochemical reactions of the 
enterochromaffin cells and describes a new staining 
method (methenamine-silver) which is applicable to 
formaldehyde-fixed tissues. By using the Coujard 
technique he was able to show that the typical histo- 
chemical reactions of the granules are due to the presence 
of a resorcinol derivative. He has disproved the ideas 
of Lison and Cordier that a catechol compound exists, 
and he is unable to confirm the contention of Jacobson 
that a pteridine compound and desoxyribose are present 
in the cells. E. T. Ruston 


871. Lipodieresis in Liver Tissue of Depancreatized Dogs 
C. Lomsroso and S. BoccuiottTi. Science [Science] 107, 
90-91, Jan. 23, 1948. 8 refs. 


The phenomenon of the disappearance of lipids from 
tissues removed from the body and stored aseptically 
(usually for 30 hours or less) is called lipodieresis, and is 


most marked in the case of liver. In this short paper the 
authors review existing knowledge on the subject and 
draw attention to the fact that the change is reversible by 
prolonged incubation (48 to 120 hours). They briefly 
record relevant findings of their own—namely, that 
lipodieresis does not occur in liver tissue from depan- 
creatized dogs, but that the phenomenon can be restored 
by the addition of simple glycerin—water pancreatic 
extract; the initial fall in detectable lipid is less marked, 
however, with the addition of the pancreatic extract 
usually known as lipocaic. W. S. Killpack 


872. Investigations with the Luminescence Microscope 
of the Vitamin-A Content of Liver and Adrenals in 
Jaundice, Diabetes Mellitus, and Uraemia. (Lumines- 
zenzmikroskopische Untersuchungen iiber den ‘‘ Leucht- 
stoff X°’ (Vitamin A)-Gehalt der Leber und Neben- 
nieren bei Ikterus, Diabetes mellitus und Uraemie) 

K. Patze.t? Frankfurter Zeitschrift fiir Pathologie 
(Frankfurt. Z. Path.] 59, 151-181, Nov. 25, 1947. 4 figs., 
35 refs. 


This investigation is based on the observations of 
Querner (Klin. Wschr., 1935, 14, 1213; 1937, 16, 671) 
who showed that vitamin A could be demonstrated in 
histological sections as small, temporarily phosphorescent 
bodies by means of the luminescence microscope. The 
author showed that in the liver vitamin A is contained 
preponderantly in the Kupffer cells; the amount is 
considerably increased in diabetes and to a lesser extent in 
nephrosis and other conditions causing fatty degenera- 
tion of the organ. In all other diseases either the 
vitamin-A content is low or,the vitamin is absent alto- 
gether. In contrast the adrenals tend to lose their 
vitamin-A content, present mainly in the cortex, in all 
diseases, including diabetes. R. Salm 


EXPERIMENTAL PATHOLOGY 


873. Effects of X-ray Irradiation on the Development of 
Ovarian Tumors in Intrasplenic Grafts in Castrated Mice 
M. H. Li, W. U. Garpner, and H. S. KAPLAN. Journal 
of the National Cancer Institute [J. nat. Cancer Inst.] 8, 
91-98, Dec., 1947. 10 figs., 23 refs. 


The development of granulosa-cell tumours, luteomas, 
and tubular adenomas in the ovaries of mice after 
exposure to roentgen rays has been reported. Four 
experiments were established to determine the effect of: 
(1) x-ray irradiation directed to the spleens, or (2) 
directed to the pituitary glands of castrated mice bearing 
intrasplenic ovarian grafts; (3) irradiation in vitro of 
ovaries before grafting into the spleens of other castrated 
mice; and (4) grafting of both an in vitro irradiated ovary 
and an untreated ovary into the spleen in another series of 
castrated mice. 

** Granulosa-cell tumours, luteomas, or mixed tumors 
developed in irradiated (400 r) intrasplenic ovarian 
grafts in 7 of 9 castrated female mice and in all of 8 
castrated male mice. The incidence and time of origin 
of these tumors were not modified by irradiation. 
Neither ova nor normal ovarian follicles were observed 
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in any of the irradiated grafts. Roentgen irradiation of 
the hypophysis and adjacent tissues (400 r) did not inhibit 
the formation of the intrasplenic ovarian tumors which 
developed in 9 of 12 mice so treated. Ovaries irradiated 
in vitro (200 r) and subsequently grafted into the spleens 
of castrated hosts gave rise to tumors but with a lower 
incidence than did grafts irradiated in vivo.” 

I. Hieger 


874. Inhibition of Androgen-induced Comb Growth in 
the Chick with Methylcholanthrene 

R. Hertz and W. TuLiNer. Journal of the National 
Cancer- Institute [J. nat. Cancer Inst.] 8, 121-122, Dec., 
1947. 2 figs., 3 refs. 


In confirmation of Haddow’s discovery of the growth- 
inhibiting effect of carcinogenic hydrocarbons, the 
painting of the combs of 17-day chicks with methyl- 
cholanthrene resulted in retardation of growth. Control 
combs were painted with solvent alone, and all the birds 
had daily injections of testosterone. After 15 days the 
combs painted with methylcholanthrene weighed 393 mg., 
controls 1,246 mg. After about 20 days of treatment the 
inhibitory effect became progressively reduced. 

I. Hieger 


875. The Morphological Origin of Liver Changes and 
Liver Tumours (Investigations on Liver Tumours Produced 
by Butter Yellow). (Beitrage zur Frage der Morpho- 
genese der Leberverinderungen und der Lebertumoren 
(an Hand von Verusuchen mit durch Buttergelb erzeugten 
Lebertumoren)) 

R. Jarré. Frankfurter Zeitschrift fiir Pathologie 
[| Frankfurt. Z. Path.| 59, 42-51, Aug. 2, 1947. 3 figs., 
6 refs. 


Tumours induced in the rat’s liver by butter yellow 
vary in structure. Some are true cholangiomata and 
arise from bile ducts; others are hepatomata arising 
from liver cells, but liver-cell tumours often develop 
lumina and become glandular in structure. Morpho- 
logical subdivision of the tumours is, therefore, not 
always a sure guide to their histogenesis. Cirrhosis is 
often seen with tumour formation, and diet is important 
in determining which process shall predominate. 

R. A. Willis 


876. Lymphoid Tissue in Animals in the Course of 
Immunization. (Le tissu lymphoide chez les animaux en 
immunisation) 

A. DELAUNAY, J. LEBRUN, and M. DELAUNAY. Comptes 
Rendus Hebdomadaires des Séances de I’ Académie des 
Sciences [C.R. Acad. Sci., Paris] 226, 133-134, Jan. 5, 
1948. 9 refs. 


There is considerable evidence to suggest that anti- 
bodies are elaborated not by the reticulo-endotheliai 
system but by lymphocytes or plasmocytes. It has even 
been suggested that a hormonal mechanism regulates the 
liberation of antibodies from these cells (Dougherty ef a/., 
J. Lab. clin. Med., 1947, 32, 584). The authors have 
studied the reaction of the lymphocytes in rabbits and 


guinea-pigs injected twice weekly for 12 weeks with § or 
10 ml. of fresh horse serum. In many cases the lympho. 
cytes showed pyknosis; lysis of the cells in the germina- 
tive centres was common. Dilatation and congestion of 
the blood vessels of the lymph nodes were often seen 
and were associated with oedema of the connective 
tissues, infiltration with polymorphonuclear leucocytes, 
multiplication of macrophages, desquamation of reticular 
cells in the sinuses, and fibroblastic proliferation. No 
changes were seen in the adrenals. OG. M. Findlay 


877. Regression of Lymphosarcoma Produced by Intra- 
peritoneal Administration of 95°, Ethyl Alcohol 

A. D. Bass and M. L. H. FREEMAN. Science [Science] 
107, 114-115, Jan. 30, 1948. 1 fig., 4 refs. 


Daily intraperitoneal injections of 95% ethyl alcohol 
into C3H mice bearing lymphosarcomata were found to 
cause regression or inhibition of the tumours within 
48 hours, whereas the equivalent amount of alcohol 
administered in 19% concentration had no effect. The 
diffuse cell necrosis throughout the entire tumour which 
followed administration of concentrated alcohol re- 
sembled that obtained with bis-(8-chloroethyl) sulphide 
and must be regarded as a non-specific lesion resulting 
from concentrated alcohol and not from ethyl alcohol 
itself. The possibility that the effect bears some relation 
to the lymphopenia associated with the “* alarm reaction ” 
of Selye is discussed. _E. S. Horning 


878. Effect of Podophyllin on Tumor Cells in Tissue 
Culture 

R. A. Ormssee, I. CORNMAN, and R. E. BERGER. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 66, 586-590, Dec., 
1947. 11 refs. 


Following up initial observations by other workers on 
the effective use of podophyllin in oil solutions against 
condylomata acuminata, and on the blocking of mitosis 
in the root tips of Allium cepa by saturated aqueous 
solutions, the authors employed the roller-tube tissue- 
culture technique of Gey and Gey in order to investigate 
the influence of podophyllin on tumour cells. Pieces of 
normal embryonic mouse skin and of transplantable 
mouse sarcoma L 946 from C56 mice and of lung tumour 


-MA 387 from AK mice, in a thin layer of chicken plasma 


clot, were used. The nutrient medium consisted of 
0-4 ml. Gey’s solution, 0-2 ml. chicken embryo extract, 
0-1 ml. human placental serum, and 0-3 ml. horse serum. 
After incubation for 24 hours, 0-1 ml. of the medium was 
withdrawn, and the same quantity of podophyllin in 
0-87% NaCl (after precipitation from a 95% ethanol 
solution in 10% gum acacia) was added. After another 
24 hours the cultures were examined and the tumour 
tissue was implanted into susceptible mice, while normal 
tissue was grown for 4 days in fresh normal medium and 
again examined. In analysing the changes induced by 
podophyllin the following points were considered: (1) 
outgrowth of cells; (2) inhibition of lysis of plasma 
clot; (3) number of abnormally rounded cells; (4) 
severity of cell rounding; (5) number of cells with 
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ulated cytoplasm; (6) intensity of cytoplasmic 

ulation; and (7) extent of cell disintegration. 
Selective damage to the tumour cells, compared with 
normal cells, was caused by podophyllin over a range of 
concentration of 0-08 to 20-0 mg. per litre. The cellular 
damage was reversible in normal cells when podophyllin 
in concentrations of 5 mg. per litre or less was employed; 
jn tumour cells recovery was obtained after concentrations 
of 0-6 mg. per litre or lower. Selective effects were 
induced in both tumours grown in vivo after parenteral 
administration of podophyllin. [The doses of podo- 
phyllin are not stated.) Similar tests with podophyllo- 
toxin, responsible for the action of podophyllin as a 
laxative showed that this compound is not as effective 
as podophyllin in causing selective damage to tumour 
cells. . L. Dmochowski 


MORBID ANATOMY 


879. Hepatic Abscess. Factors Determining its Local- 

T. D. Kinney and J. W. FERREBEE. Archives of Patho- 
logy [Arch. Path.] 45, 41-47, Jan., 1948. 1 fig., 16 refs. 


The authors identified the primary lesions present in 
229 cases of hepatic abscess collected from the necropsy 
reports of four Boston hospitals, dividing the cases into 
those with involvement of the right lobe only (75), the 
left lobe only (18), and both lobes (136). The primary 
lesions most frequently found were: (a) infection of the 
common bile duct, present in 50 patients all with abscesses 
in both lobes; and (5) septicaemia, in 32 patients, 6 of 
whom had abscesses in the right lobe, 1 in the left lobe, 
and 25 in both lobes. Of the 11 cases of “ primary 
abscess’, in which no other source of infection was 
found, the right lobe was affected in 8 and both lobes in 3. 
Cholecystitis accounted for 13 cases, the left lobe being 
affected in 1 and the right in 12; 7 of these were probably 
due to metastatic infection through the cystic vein. 
More than half the abscesses found in the left lobe alone 
were due either to gastric carcinoma (6 cases) or ulcer 
(2 cases) or to spread of infection from the lesser sac (2 
cases). Of the 24 cases of acute appendicitis in which 
there was abscess formation in both lobes, all had an 
associated pyelophlebitis; but this was present in only 2 
of the 18 cases in which only the right lobe was affected, 
indicating that appendicitis tends to give rise to right- 
sided hepatic abscess unless there is an associated portal 
pyelophlebitis, when the infection spreads to both sides of 
the liver. In 27 of the 32 cases in which the primary 
lesion lay in the area drained by the superior mesenteric 
vein there was abscess formation in the right lobe alone, 
but the latter was unaffected in every case in which the 
source of infection was in the area drained by the inferior 
mesenteric vein. 

The authors conclude that these figures confirm Serege’s 
Observation, made in 1901, that the blood from the 
superior mesenteric vein goes to the right lobe, and 
that from the splenic and inferior mesenteric veins 
goes to the left lobe. They suggest that this is due 
to a lack of turbulence and mixing of the two blood 
Streams in the short portal vein, owing to the sluggish 


blood flow and the consequently low head of pressure. 
A brief reference is made to certain nutritional experi- 
ments in animals that suggest the possible pathological 
significance of this vascular arrangement, whereby 
protective products of protein digestion from the small 
intestine may reach the right lobe and not the left. Asa 
result the latter may be more often affected by disease 
processes, for example, in acute yellow atrophy of virus or 
chemotaxic origin. Wilfrid E. Hunt 


880. The Relationship Between Rheumatic Carditis and 
Subacute Bacterial Endocarditis 

Y. MacIiwaine. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 59, 557-565, Oct., 1947. 8 figs., 21 refs. 


Aschoff bodies in the myocardium of patients with 
infective endocarditis have been noted in many reports in 
the literature. The author reviews the evidence on their 
significance, and concludes that they do not represent a 
reaction to the bacterial infection, but that their presence 
is evidence of a rheumatic carditis. The histological 
appearances of rheumatic cardiac lesions may indicate 
the length of time for which they have been present. 
In the work here recorded, 34 cases of subacute, and 12 
cases of acute, bacterial endocarditis were studied histo- 
logically; in every case in which Aschoff nodes were 
present an attempt was made to estimate their age. 
Histological criteria are given for the division into: 
under 2 months, 2 to 4 months, 4 to 6 months, and over 
6 months. In the subacute group, 29 had Aschoff nodes, 
5 did not; of the acute cases 7 had Aschoff nodes, 5 did 
not. In many cases crops of rheumatic lesions of 2 or 
even 3 different age periods were present. The onset of 
the bacterial endocarditis was taken as coinciding with 
the first definite complaint of malaise; in those cases in 
which it was possible to estimate the clinical duration in 
this way the findings suggest that at the very moment of 
implantation of the bacteria the heart was the site of 
acute rheumatic lesions. The estimated age of the 
Aschoff bodies corresponded to the clinical duration of 
the bacterial endocarditis in 64-7% of the subacute and in 
25% of the acute cases. The author concludes that in 
the majority of cases of subacute, and in a smaller 
percentage of cases of acute, bacterial endocarditis the 
bacterial lesion is superimposed upon the site of an active 
rheumatic carditis. 

[The argument of course breaks down if the lesions 
observed are not specific reactions to the rheumatic 
infection.] Kenneth Stone 


881. Lesions in Elastic Arteries Associated with Hyper- 
tension 

C. T. ASHworTH and D. M. Haynes. American Journal 
of Pathology {[Amer. J. Path.] 24, 195-209, Jan., 1948. 
2 figs., 23 refs. 


Three cases are described of hypertension with severe 
lesions in large arteries. The lesions were irregularly 
distributed, and characterized by medial degeneration 
with an inflammatory reaction and capillary invasion. 
In 2 cases there was also thrombosis of a gross degree. 
The adventitial arterioles were hypertrophied (not 
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endarteritic) and it is suggested that the lesions may have 
resulted in spasm of the vasa. Similar lesions have been 
produced in animals by adrenaline injection. The 
hypertension was due to different causes (a paraganglioma 
in the first case and nephritis in the second, while the third 
case was one of “essential”’ hypertension). A search 
was made for similar lesions in 40 other cases of hyper- 
tension, and changes regarded as minor manifestations 
were found in 23. D. M. Pryce 


882. Alterations of Cerebral Capillaries in the Early 
Stage of Arterial Hypertension 

I. M. ScCHEINKER. American Journal of Pathology 
[Amer. J. Path.] 24, 211-221, Jan., 1948. 8 figs., 6 refs. 


The cerebral capillaries in hypertension show an 
increased cellularity due to proliferation of adventitial 
cells and lining endothelium. Later there is occlusion 
with hyalinization and adjacent gliosis. As the condi- 
tion may be marked when arteriolar changes are slight 
it is regarded as an early manifestation. 

D. M. Pryce 


883. Aneurysms and Pseudo-aneurysms of the Ductus 
Arteriosus. (Aneurismi e dilatazioni pseudo-aneuris- 
matiche del dotto arterioso di Botallo) 

L. Pozzi. Archivio “De Vecchi’ per Il’ Anatomia 
Patologica e la Medicina Clinica [Arch. “De Vecchi” 
Anat. pat.) 10, 145-166, Sept.—Nov., 1947. 4 figs., 
bibliography. 


The ductus arteriosus has a special structure during 
foetal life, according to Costa. The intima is a rather 
broad layer containing little elastic tissue but a consider- 
able longitudinal muscular layer with mucoid substance. 
The characteristic features of the media are a longitudinal 
muscular layer external to a circular layer, scarcity of 
elastic tissue, and an intense infiltration with a mucoid 
substance. Obliteration of the duct occurs, according 
to Barclay, Franklin, and Prichard, through a muscular 
mechanism. The author assumes the presence of a 


sphincter, though this sphincter has never been demon- - 


strated histologically. After birth the elastic tissue of the 
media and intima suffers a hyperplasia, which leads to the 
closure of the duct. If the ductus arteriosus is not only 
patent but also wider than in normal subjects, this may be 
due to a pseudo-aneurysm or to a real aneurysm. In the 
latter case the histological structure has altered, so that 
differentiation can be made only histologically. Some of 
these aneurysms or pseudo-aneurysms are combined with 
congenital cardiovascular disease. The literature of 
published cases is reviewed and the following classifica- 
tion suggested: (1) Isolated pseudo-aneurysms—always 
in babies a few days’ old; except for one case in a man of 
36. (2) Isolated aneurysms—morphologically these may 
be dissecting or sacciform aneurysms. From the point of 
view of aetiology they may be caused by infective 
embolism, trauma, or hypertension during birth. (3) 
Combined aneurysms or pseudo-aneurysms of the ductus 
arteriosus. The author describes 2 cases of pseudo- 
aneurysm which he observed. One was in a baby of 
13 days, the other in a girl of 26 years. He suggests that 


the dilatations, as well as the persistent ductus arteriosus, 
may be the site of septic arteritis and are transformed into 
septic aneurysms. E. Forrai 


. 884. Problems of Generalized Clinical and Experimenta] 


Argyrosis. (Problemi dell’argirosi generalizzata umana 
e sperimentale) 

G. Romua.pi and C. Cortesit. Archivio Vecchi” 
per l’ Anatomia Patologica e la Medicina Clinica [Arch, 
Vecchi” Anat. pat.) 10, 189-221, Sept.—Noy. 
1947. 10 figs., bibliography. 


Generalized argyrosis is now rare, partly because of 
the decreased use of silver-containing medicaments and 
partly because of better protection of those who may be 
affected by occupational argyrosis. The authors at the 
Institute of Morbid Anatomy of the University of 
Florence have studied the problem clinically and experi- 
mentally. For experimental purposes they used 6 
rabbits of equal weight. Two received nasal instillations 
twice daily of a 4% solution of silver nitrate, the first 
being killed 40 days after such treatment, the second after 
3 months. The second pair received nasal instillations of 
a 5% solution of “‘ argyrol”’’. The first was killed after 
24 months’ treatment, the second after 4 months. The 
third pair received nasal instillations of a 6% solution of 
“ protargol”’. Both animals were killed 4 months after 
the treatment had started. One of them was exposed to 
sunshine for about 8 hours per day during the month of 
August. On histological examination mainly quantita- 
tive differences were found. However, the metallic 
granules in the first pair were mostly extracellular, while 
in the second and third pairs they were mostly taken up 
by the cells of the reticulo-endothelial system. Exposure 
to sunlight had no effect. 

The authors observed a woman, 79 years of age, who 
had received silver-nitrate eye drops for some unknown 
disease 40 years before she was admitted to the hospital. 
After she had been using these for 6 months she became 
pigmented in the face, neck, arms, and higher parts of the 
abdomen. She was admitted to the hospital for broncho- 
pneumonia, from which she died. At the post-mortem 
examination her organs were found to be affected by 
argyrosis. The histological examination of kidneys, 
thyroid gland, lymph nodes, skin of the face and 
abdomen, and common carotid artery showed metallic 
granules inside and outside the parenchymal cells. 
Chemical examination confirmed the fact that these 
granules consisted of metallic silver. 

According to the authors, absorption of silver is mainly 
through the blood, less through the lymphatic system. 
This would explain the finding of considerable quantities 
of silver in the renal vessels and its deposition in the peri- 
vascular tissue. There is a large amount of silver in the 
skin, mostly in places exposed to friction. The role of 
the reticulo-endothelial system in the genesis of argyrosis 
is still doubtful. The authors believe that the silver is 
taken up at the site of administration by the reticulo- 
endothelial system; only if this system is less active than 
usual can general argyrosis result. Further, the develop- 
ment of generalized or localized argyrosis depends on 
the behaviour of the reticulo-endothelial system. The 
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reticulo-endothelial system may be constitutionally weak, 
or may be damaged through the toxicity of the silver com- 

d. Thus occupational argyrosis from silver nitrate 
often becomes generalized because of the toxicity of this 
compound. The toxicity could be demonstrated in the 
experiments with rabbits treated with silver nitrate; in 
contrast to the others these animals lost weight. 

E. Forrai 


885. Plexiform Neuromata in Relation to Peripheral 
Nerve Tumours and in the Light of Recent Observations on 
the Differentiation of the Neural Crest. (Il “ neuroma 
plessiforme ”’ (neuro fibroma) nel quadro dei tumori dei 


nervi periferici ed alla luce di recenti vedute sulle differen- 


ziazioni della cresta neurale) 

G. Marcozzi.. Archivio ““De Vecchi’’ per I’ Anatomia 
Patologica e la Medicina Clinica [Arch. ““De Vecchi” 
Anat. pat.) 10, 245-292, Sept.-Nov., 1947. 13 figs., 
bibliography. 


The author discusses the literature on plexiform neuro- 
mata and describes 2 cases observed in the department of 
morbid anatomy and histology of the University of 
Florence. Roussy et al. classified the three varieties of 
nervous tissue tumour: (1) Neurinoma or Schwannoma, 
originating from the cells of the sheath of Schwann. 
(2) Neuroma, a tumour of the nerve tissue. (3) Neuro- 
fibroma, a tumour originating from the connective-tissue 
sheaths. The plexiform neuroma belongs to the third 
class of tumours, and does not represent a neoplasm of 
nervous tissue. The view most generally accepted to-day 
is that it derives from the connective-tissue elements of the 
coating of the nerve trunk. Most plexiform neuromata 
occur in peripheral nerves but cases are recorded of 
plexiform neuromata in the viscera and on the sym- 
pathetic nerves. 

The author describes 2 cases. In the first a woman, 
30 years of age, had had a tumour the size of a hen’s egg 
over the right ear for 15 years. Numerous other small 
tumours were found all over her body. The histological 
examination of this tumour showed fasciculi of a dif- 
ferentiated fibrillary tissue, which in transverse section 
appeared as concentric small islands with a fibrillary 
design enclosed in an abundant fibrous tissue. In the 
second case, a man, aged 74, had a tumour the size of a 
pigeon’s egg in the supraclavicular region; the tumour 
had been operated upon several times and since its first 
removal, 15 years before admission to hospital, it had 
recurred six times. Histologically the tumour was 
composed of two different tissues. One part was true 
nervous tissue, with bigger and smaller nervous trunks in 
a fibrillary stroma which contained very few nuclei. 
The other tissue was fasciculated and very cellular, 
the cells having oval and fusiform nuclei. There were 
two nodules in this latter tissue with heteromorphic cells, 
which were irregularly oval with numerous mitoses. 
One of these structures represents a plexiform neuroma, 
while the other part is a malignant neuroma. The author 
reviews the literature on the genetic interpretation of 
these tumours and concludes that this would be easier if 
it could be supposed that from the same ectodermal 
neural crest there originate mesenchymal elements, such 
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as connective-tissue cells of the endoneurium and peri- 
neurium, and ectodermal elements, such as the Schwann 
cells. E. Forrai 


CLINICAL PATHOLOGY 


886. The Blood Lactate-Pyruvate Relationship in 
Various Physiologic and Pathologic States 

G. A. GoLpsmitH. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 215, 182-188, Feb., 1948. 
1 fig., 11 refs. ‘ 


This is a report from the Tulane University School of 
Medicine on the blood examination of 29 normal persons 
and 46 patients, pyruvic acid being determined by the 
method of Bueding and Wortis in specimens of blood 
collected into potassium oxalate and sodium iodoacetate 
(which retards its breakdown), and lactic acid by that of 
Barker and Summerson in oxalated blood. The author 
finds that the normal lactate/pyruvate ratio of 9-3 to 1 is 
relatively constant, that the values of lactic and pyruvic 
acid are both increased by the administration of glucose, 
and that there is a greater increase of lactic acid after 
strenuous exercise and convulsive seizures, such as those 
associated with electric shock therapy. Formulae are 
given for calculating the expected values of pyruvic acid 
from the blood lactic acid during fasting, after glucose 
administration, and after strenuous exercise. Pyruvate 
excess indicates the degree of thiamin deficiency and may 
become more apparent after exercise, such as stair climb- 
climbing. A decrease in the lactate/pyruvate ratio may 
be found in some cases of heart disease, where it is due to 
the anorexia and poor absorption of food resulting from 
attacks of heart failure. Lactic acid is usually increased 
to a greater extent than pyruvic acid in anoxia. Thiamin 
deficiency is suggested by a lactate/pyruvate ratio under 7, 
or by an excess of the blood pyruvate of 0-3 mg. per 100 
ml. above its calculated value. Thiamin administration 
will rapidly restore the values to a normal level. 

E. T. Ruston 


887. Study of Fixed Tissue Sections of Sternal Bone 
Marrow Obtained by Needle Aspiration. I. Method and 
the Morphology in Various Conditions. II. Comparison 
of Nucleated Cell Count and Volumetric Pattern with 
Histologic Appearance 

A. S. WEISBERGER and R. W. HEINLE. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 215, 
170-181, Feb., 1948. 4 figs., 4 refs. 


This method of studying sternal bone marrow was 
devised in the Western Reserve University, Cleveland. 
A shortened lumbar puncture needle is used, the first 
drop of marrow withdrawn being made into smears. 
One ml. is then aspirated into a bottle containing 0-2 ml. 
of Wintrobe’s anticoagulant evaporated to dryness. 
This is centrifuged in a haematocrit tube to obtain the 
volumetric pattern, consisting of the myeloid-erythroid 
layer, fat, red blood corpuscles, and plasma. The gross 
marrow particles remaining adherent to the tube are 
washed down with plasma and allowed to sediment. A 
drop of 0:25 M calcium chloride is added to produce 
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clotting. The clot is then transferred to Zenker’s fixative 
with acetic acid and embedded. Serial sections are cut 
and examined. A report is added on 60 patients, with a 
comparison of the nucleated red cell count, the myeloid- 
erythroid pattern, and the histological sections. The 
value of histological examination is most evident in cases 
of pernicious anaemia and of hyperplastic marrow. No 
great discrepancies were observed between the low 
nucleated cell count and the increased fat content of 
hypoplastic marrow. E. T. Ruston 


888. A Method for Obtaining Bone Marrow by Verte- 
bral Spinous Process Puncture 

J. H. Huss, J. Gitpert, and A. A. LieBsow. Yale 
Journal of Biology and Medicine [Yale J. Biol. Med.} 20, 
291-297, Jan., 1948. 7 figs., 2 refs. 


This method of obtaining marrow from the vertebral 
spinous process was found in use in Japan in 1945. The 
authors have compared the differential cell counts in 
marrow obtained from the spinous process with those in 
marrow obtained from the sternum. Although indi- 
vidual variations were found, such as occur in duplicate 
sternal punctures, the averages and ranges of the various 
cell types from the two sources were closely comparable. 
Vertebral puncture has additional value in the detection 
of tumour cells in metastatic growths from prostate or 
other organs. The spines of the lower thoracic or upper 
lumbar vertebrae are convenient and contain ample 
cancellous bone. The spinous process is located, skin 
and periosteum are infiltrated with local analgesic, and 
the marrow puncture needle is introduced in such a way 


that it enters the mid portion of the side of the spinous 
process just in front of the tip. The needle is directed 


forwards, slightly upwards, and medially. It is claimed 
that the operation is easier, safer, and less painful and 
alarming to the patient than sternal puncture. A method 
of staining the smears with a combination of Wright’s and 
Giemsa’s stain is also given. 

{Puncture of the spinous process is also described by 
Lodge (Blood, 1948, 3, 198), who likewise found it to be a 
practicable procedure yielding much the same results as 
sternal puncture.] Douglas H. Collins 


889. The Inhibition of Acid Phosphatases by Formalde- 
hyde and its Clinical Application for the Determination of 
Serum Acid Phosphatases 

M. A. M. Asut-Fapt and E. J. Kinc. Journal of 
Clinical Pathology [J. clin. Path.] 1, 80-90, Feb., 1948. 
16 refs. 


Acid phosphatases are present in many tissues. Their 
estimation in serum is of particular importance in cases 
of metastasizing carcinoma of the prostate. Herbert’s 
method of alcohol incubation completely inactivates the 
prostate enzyme in serum but hardly affects the normal 
plasma acid phosphatase. However, it fails to distin- 
guish between the enzyme of the prostate and that of the 
red cells and may lead to a false result if there is escape of 
enzyme from the red cells into the plasma of a blood 
sample. It is possible that such an escape may occur even 
in the absence of visible haemolysis. The authors find 
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that formaldehyde, in a test concentration of 0-54 
completely destroys the red cell enzyme while no 
affecting the prostate enzyme. One ml. of 2% formalde. 
hyde solution, 1 ml. of M/50 disodium phenyl phosphate 
substrate, and 2 ml. of acid-citrate buffer are incubated 
with 0-2 ml. of serum for | hour at 37°C. In the total 
acid phosphatase estimation 1 ml. of distilled water 
replaces the formaldehyde solution. The test is com. 
pleted by the addition of 25% sodium carbonate (1 ml) 
to the supernatant (4 ml.) after 1-8 ml. of Folin-Ciocaltey 
phenol reagent has been added, and the mixture shaken 
and centrifuged. When the colour has developed, 
comparison is made with that given by a standard pheno| 


_solution. 


Results are shown of estimations of relative acid and 
alkaline phosphatase in human tissues—prostate, red 
cells, bile, adrenals, kidney, liver, pancreas, spleen, 
intestines, and thyroid—and of the effects on the acid 
phosphatases of alcohol incubation and formaldehyde 
treatment. Alcohol greatly inhibited the acid phospha- 
tases of bile, kidney, red cells, and prostate. Formalde- 
hyde completely inhibited the enzyme of red cells but had 
no effect on that of prostate. In these investigations 
saline extracts of the tissues were used. The same 
differential action of' formaldehyde upon the enzymes 
from red cells and from prostate existed in plasma. 

The appendix gives tables of the estimation of total, 
alcohol-stable, and formaldehyde-stable plasma acid 
phosphatase in 216 patients, including 67 cases of pros- 
tatic disease. These results are fully discussed. Among 
the more important conclusions are: (1) A high 
formaldehyde-stable acid phosphatase level (above 5 
units) strongly suggests a prostatic origin. Figures above 
3 units are “suspicious”. (2) The formaldehyde 
procedure provides a reliable means of following the 
progress of cases under oestrogen treatment. (3) The 
formaldehyde technique permits the use of haemolysed 
serum or plasma otherwise unfit for acid phosphatase 
determination. 

[The limitations and implications of the test are dis- 
cussed in greater detail in the original paper and there is 
individual consideration of the results in different forms 
of prostatic disease, and in bone, kidney, and liver 
disease. The original must be consulted by those plan- 
ning to adopt this highly promising technique.] 

Douglas H. Collins 


890. Clinical Value of Some Methods of Estimating 
Erythrocyte Sedimentation Rate 

J. R. Sunton. British Medical Journal [Brit. med. J. 
1, 391-393, Feb. 28, 1948. 12 refs. 


A comparison was made between the clinical course 
of the disease and erythrocyte sedimentation rates 
(Westergren and Wintrobe techniques) in 61 female 
patients admitted to the London Hospital Annexe with 
pulmonary tuberculosis; to the figures obtained by 
the Wintrobe technique, the corrections of Wintrobe 
and of Whitby and Hynes for anaemia were applied. 
The patients, whose ages ranged from 14 to 46 years, were 
not specially selected; all had either tubercle bacilli in 
the sputum or gastric juice or radiological signs of 
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tuberculosis before admission, and were under continuous 
observation for periods ranging from 6 weeks to 6 months. 
When the patients were admitted abnormally raised 
rates were found in 87% (Westergren), 65-5% (Wintrobe), 
and 70% (Whitby and Hynes). The Westergren figures 
revealed trends of deterioration in the condition of the 
patients that were not found clinically or by the two other 
methods. When the trend of the sedimentation rate was 
compared with the clinical course in individual cases, there 
was agreement between the two in 77%, 54%, and 59%, 
by the Westergren, Wintrobe, and Whitby and Hynes 
methods respectively; in 13% of the cases, none of the 
results obtained conformed with the clinical course. 
Because the Wintrobe correction tended to give very 
variable figures while the correction of Whitby and Hynes 
tended to give uniform figures, it was often difficult in 
both these series to detect any pattern indicating improve- 
ment or deterioration of the patient’s condition. The 
author concludes that since the Westergren method gives 
figures that ‘* agree better ’’ with the clinical course than 
do those obtained by either of the methods involving 
correction, it is the most useful in assessing the degree of 
activity of the disease and the direction of its progress. 
Wilfrid E. Hunt 


891. Erythrocyte Sedimentation Rate. 
Alcohol as Contaminant 

W. O. Sykes. British Medical Journal [Brit. med. J.] 1, 
393-394, Feb. 28, 1948. 2 refs. 


The Effect of 


_ Amounts ranging from 0-01 ml. to 0-04 ml. of industrial 
methylated spirit were added to 1 ml. of heparinized blood 
which had been previously mixed with 0-25 ml. of 3-8% 


sodium citrate; the erythrocyte sedimentation rate was 
estimated by the Westergren technique, the usual 
precautions being observed and corrections made for 
temperature in all but 2 cases. The blood was taken 
from a random selection of 30 patients at the Sheffield 
Royal Infirmary, and a control tube containing no spirit 
was put up in each case. One-hour sedimentation 
values were determined; a progressive diminution in 
sedimentation was observed in the presence of increasing 
amounts of spirit. To discover whether in the taking of 
blood samples such an effect might be obtained by 
contamination of the syringe with spirit, the residual 
contents of record-type syringes of various capacities, 
complete with needles, were estimated. After an 
aqueous dye had been drawn into the syringe and expelled, 
water was drawn in and dilute dye expelled; the con- 
centration of the latter was then estimated colorimetri- 
cally. By this means it was found that a syringe that has 
beén inadequately rinsed after storing in spirit may be 
contaminated with 2% of spirit, and it is concluded that 
such a degree of contamination may cause serious error 
in the determination of the erythrocyte sedimentation 
rate. Wilfrid E. Hunt 


892. A Simple Quantitative Chemical Method for 
Estimating y-Globulin in Human Serum 

B. V. JAGER and M. NICKERSON. Journal of Biological 
Chemistry [J. biol. Chem.] 173, 683-690, April, 1948. 
3 figs., 14 refs. 
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893. Elevated Serum Amylase in Alcoholics 

C. A. DoMZALSKI and B. M. WEDGE. American Journal 
of Clinical Pathology {Amer. J. clin. Path.] 18, 43-47, 
Jan., 1948. 13 refs. 


Serum amylase was estimated in 50 alcoholic and 50 
non-alcoholic patients soon after admission to the 
psychiatric wards of the Queen’s Hospital, Honolulu. It 
was elevated in 12 of the former and in only 1 of the 
latter group. Serum was obtained within 48 hours of 
the last drink in all but 5 of the alcoholic patients, and in 
none of these 5 was there an elevation of serum amylase. 
The results of the investigation suggest that a subclinical 
form of pancreatitis may occur with some frequency in 
alcoholism. The association of clinically severe pan- 
creatitis with alcoholism is. better known, and the 
literature referring to this is briefly reviewed. 

Douglas H. Collins 


894. A Study of Cholinesterase Activity of the Blood of 
Patients with Pernicious Anemia 

L. M. Meyer, A. Sawitsky, N. D. Ritz, and H. M. 
Fitcu. Journal of Laboratory and Clinical Medicine [J. 
Lab. clin. Med.] 33, 189-202, Feb., 1948. 7 figs., 15 refs. 


The cholinesterase activity of blood, plasma, and cells, 
in 10 patients with pernicious anaemia in relapse and 
early therapeutic remission was determined by the method 
described in Abstract 895. In relapse, the esterase 
content of whole blood was below the range of normal in 
every patient, the plasma esterase being low but over- 
lapping with the range of normal in 5 cases; the red cell 
esterase calculated per ml. was always below the range of 
normal, but per cell was within the normal range. 

Treatment with potent liver extract or with folic acid 
was followed within 5 days by an increase in red cell 
activity, which reached a maximum after 20 to 30 days 
and thereafter slowly declined towards normal values. 
Plasma esterase activity remained low, but rose slightly 
to values within the lower range of normal. Suboptimal 
doses of liver produced only a temporary rise in cell 
esterase. The rise in red cell cholinesterase precedes the. 
increase of red cells, and is not directly dependent on the 
reticulocytosis. In full therapeutic remission the blood 
esterase activity is within the range of normal. Of all 
anaemias studied by the authors, pernicious anaemia is 
the only one in which blood cholinesterase activity is 
reduced. G. Discombe 


895. A Study of Cholinesterase Activity in the Blood 
of Normal Subjects 

A. SAwITSKY, H. M. Fitcu, and L. M. Meyer. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
33, 203-206, Feb., 1948. 20 refs. 


Cholinesterase activity was determined in whole blood 
and plasma by titration, with 0-02 N sodium hydroxide, 
of the acetic acid liberated from excess 0-012 M acetyl- - 
choline bromide at pH 7-4+0-05 in 30 minutes at 
37-5°C. Nine male and 6 female subjects were studied 
and from simultaneous blood counts the esterase content 
in units per ml. was calculated of: (a) whole blood: 


» mean 5-4, range 4-46 to 6-84; (5) plasma: mean 3-19, 
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range 1:5 to 5; (c) red cells: mean 8-76, range 7:25 to 
10-34. The esterase activity per red cell averaged 
7-55x10-!° units, range 6-19 to 8-69 10-?°. Over a 
period of 5 months the activities found in any individual 
remained constant within 5%. G. Discombe 


896. Plasma Proteins in Health and Disease. Part I. 
Plasma Proteins in Healthy Individuals 

N. C. Datra and R. K. CHAKRAVARTY. Indian Journal 
of Medical Research [Indian J. med. Res.] 35, 281-294, 
Oct., 1947. 4 figs., 14 refs. 


The plasma albumin and globulin levels in 70 normal 
adult Indians (45 males and 25 females) were determined 
by the sodium sulphate method of Howe together with 
euglobulin, pseudoglobulin, and fibrinogen values... No 
significant differences were found between the sexes or 
between persons on vegetarian and non-vegetarian diets. 
The range and the mean of the determinations in grammes 

_per 100 ml. were: total protein 7 g. to 7-95 g., mean 7:5 g.; 

albumin 4-3 g. to 5-34 g., mean 4-9 g.; globulin 2-12 g. 
to 2-9 g., mean 2-59 g.; euglobulin 0-25 g. to 0-78 g., 
mean 0-55 g.; pseudoglobulin 1-3 g. to 2:24 g., mean 
1-79 g.; fibrinogen 0-12 g. to 0-48 g., mean 0-25 g. In 
4 adults suffering from malnutrition values for the above 
fractions lay in the lower part of the normal range. 
Thirteen patients who showed increased susceptibility to 
mild infections or suffered from some chronic infection 
such as malaria had a normal albumin level but a raised 
globulin value, the increase being in the “ euglobulin ”’ 
fraction (range 0-81 to 1-38 g. per 100 ml.); 2 of these 
patients were apparently normal but developed an 
infection within a few days, and the authors suggest that 
variations in plasma protein level may be an early sign of 
infection. J. Dawson 


897. Plasma Proteins in Health and Disease. Part III. 
Fractionation of Plasma Proteins in Hyperproteinaemia 
N. C. Datta. Indian Journal of Medical Research 
[Indian J. med. Res.] 35, 295-322, Oct., 1947. 3 figs. 


The results of fractionation of plasma protein in 73 
cases of hyperglobulinaemia associated with hyper- 
proteinaemia in a wide variety of diseases are described. 
The hyperproteinaemia (9 to 11-5 g. per 100 ml.) was 
most marked in lymphogranuloma venereum (12 cases), 
kala-azar (2 cases), and cirrhosis (10 cases). The albumin 
level was low in the wasting associated with chronic 
infections and particularly low in relation to total protein 
in cirrhosis and kala-azar. No correlation between 
albumin and total protein wasfound. The total globulin 
level was particularly high (6 to 8 g. per 100 ml.) in 
cirrhosis and kala-azar, from 5 to 6 g. per 100 ml. in 
lymphogranuloma venereum, and usually from 3 to 4 g. 
per 100 ml. in syphilis (12 cases), tuberculosis (10 cases), 
and nephritis (6 cases). A small increase in euglobulin 
level was present in most patients with mild infections or 
signs of malnutrition, and was associated with a lowering 
of pseudoglobulin level, but in conditions such as acute 
nephritis, syphilis, or leukaemia there was a considerable 
rise in euglobulin and a small rise in pseudoglobulin. 
It is shown that, as the concentration of globulin rises, 


the increase is mainly due to the euglobulin fraction, and 
that this increase is accompanied by a fall in albumin 
level. It is suggested that periodic determination of the 
plasma-protein fractions may be of value in following 
the course of a number of diseases. J. Dawson 


898. The Ecchymosis Test for Capillary Hemorrhagic 
Diathesis 

A. L. Coptey. Science [Science] 107, 201-202, Feb. 20, 
1948. 1 fig., 2 refs. 


With the object of improving upon existing methods 
for measuring capillary permeability a new technique, 
called the ecchymosis test, has been devised. Negative 
pressures in increments of 100 mm. Hg up to 600 mm. are 
applied to different parts of the skin in the internal 
brachial region by means of a suction cup of 4-5 mm. 
internal diameter. The degree of ecchymosis is read 
immediately after the sudden release of pressure; dis- 
crete petechiae are ignored. In healthy subjects pressures 
up to —500 or —600 mm. Hg caused petechiae but no 
ecchymoses. In patients with capillary haemorrhagic 
diathesis pressures up to —300 mm. Hg produced ecchy- 
mosis. The test has been useful in evaluating the effect of 
rutin therapy in vascular purpura. A diagram with a 
description of the apparatus is given. L. J. Davis 


899. Determination of Haemoglobin. IV. A Compari- 
son of Methods for Determining Iron Content and Oxygen 
Capacity of Blood 

E. J. Kinc, M. Gitcurist, I. D. P. Wootton, J. R. P. 
O’Brien, H. M. Jope, P. E. QUELCH, J. M. PETERSON, 
D. H. StTRANGEways, and W. N. M. Ramsay. Lancet 
[Lancet] 1, 478-483, March 27, 1948. 22 refs. 


900. Hepatic Alkaline Phosphatase: Histological and 
Microchemical Studies on Liver Tissue in Normal Subjects 
and in Liver and in Bone Disease 

S. SHERLOCK and V. WALSHE. Journal of Pathology and 
Bacteriology [J. Path. Bact.| 59, 615-630, Oct., 1947. 
15 figs., 18 refs. ; 


The histological distribution of alkaline phosphatase in 
portions of liver obtained by aspiration biopsy (in many 
cases from serial aspirations) was studied by a modifica- 
tion of Gomori’s technique; parallel microchemical 
estimations of the enzyme were made on parts of each 
sample. Groups of patients suffering from acute 
hepatitis (28 cases), obstructive jaundice (26 cases), 
hepatic cirrhosis (4 active and 4 latent cases), and 
generalized bone disease (6 cases) were studied. Twenty 
normal subjects were similarly studied as controls. The 
enzyme in the serum was also estimated in each case. 

In the normal subjects a fairly uniform pattern of 
distribution was found in hepatic-cell nuclei, mainly 
centrilobular, with minimal amounts only in the sinu- 
soidal walls. The mean hepatic:alkaline phosphatase level 
was 2-4 units per gramme and the serum value 6-2 King- 
Armstrong units per 100 ml. In acute hepatitis the histo- 
chemical method revealed an invariable increase in 
enzyme both in liver-cell nuclei and cytoplasm, and there 
were also large amounts in the sinusoidal walls; mean 
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values for liver tissue and serum were respectively 6-78 
units per gramme and 21 units per 100 ml. Recovery 
was followed only by a very slow diminution in the liver 
enzyme, and in the active disease it was found that the 
yalues obtained were proportional to the severity of the 
liver involvement. In obstructive jaundice the striking 
difference from the preceding group was the accumulation 
of considerable amounts of phosphatase in concentrations 
of bile—namely, in bile-stained liver cells, in areas of 
biliary necrosis, and in engorged canaliculi; walls of 
sinusoids also contained increased amounts; mean values 
in liver and serum were 10-24 units per gramme and 54 
units per 100 ml. respectively. Relief of the obstruction 
was followed by a very slow fall in enzyme content. 
In active cirrhosis the sinusoids of the pseudo-lobules of 
liver cells, and the young connective tissue, showed an 
increase in enzyme, and the levels were increased to 10 to 
25 units per 100 ml. In inactive cirrhosis the values in 
liver and serum were not increased. In generalized bone 
disease the mean serum phosphatase value was 64 units 
per 100 ml. and the mean hepatic value 9-96 units per 
gramme, the enzyme being manifest histochemically in 
cells, sinusoidal walis, and bile canaliculi; a fall in both 
serum and liver alkaline phosphatase was found after 
oestrogen treatment of one case of prostatic carcinoma 
with skeletal metastases. W. S. Killpack 


901. Liver Function Tests in the Differential Diagnosis 
of Jaundice 

T. L. ALTHAUSEN. American Journal of Medicine 
[Amer. J. Med.] 4, 208-214, Feb., 1948. 14 refs. 


According to the author the two most valuable tests 
in the differential diagnosis between obstructive and 
parenchymatous jaundice are the intravenous galactose 
test and the prothrombin response to vitamin K. These, 
he states, are the only two liver-function tests which in 
cases of obstructive jaundice give normal values up to 
6 months after the onset, whereas all the other tests tend 
to register diminished function within 7 to 10 days. [No 
mention is here made of such other valuable tests as the 
serum colloidal gold test, the cephalin-flocculation test, 
and the thymol-turbidity test.] The results of these two 
tests were analysed in 190 cases of jaundice. 

In the intravenous galactose test, the amount of galac- 
tose in the blood was estimated 75 minutes after an 
intravenous injection of 1 ml. of a 50% galactose solution 
per kilo body weight. Glucose was removed from the 
oxalated blood samples by fermentation with yeast. 
The filtrates were then analysed by the Hagedorn—Jensen 
method. In 82% of the 86 cases of obstructive jaundice 
values were below 20 mg. per 100 ml. and this figure rose 
to 95% if the cases complicated by severe liver damage 
(hepatic cirrhosis or extensive metastases) were omitted. 
In parenchymatous jaundice on the other hand 76% of 
102 cases were associated with values of over 20 mg. per 
100 ml., and this figure rose to 96% if the very mild cases 
were excluded. The highest values were reached in 3 
cases of acute yellow atrophy of the liver, and the 
author suggests that values of over 125 mg. per 100 ml. 
May indicate a grave prognosis. In jaundice due to 
drugs the results were unreliable. 


Both obstructive and parenchymatous jaundice reduce 
the prothrombin level in plasma, the former by inter- 
fering with absorption from the intestines, and the latter 
by the inability of the affected liver to synthesize pro- 
thrombin from vitamin K; whereas the level in obstruc- 
tive cases rose promptly after vitamin K administra- 
tion, in the parenchymatous cases there was either 
no increase in the level or only a very slow response. 
One mg. of vitamin K was given intravenously and the 
prothrombin level estimated by the method of Quick 
before the injection, and 24 and 48 hours after. Of the 
86 cases of obstructive jaundice 91% showed a significant 
rise compared with only 4°% of the 102 parenchymatous 
cases. R. Schneider 


902. Value and Limitations of the Thymol Turbidity 
Test as an Index of Liver Disease 

H. G. KUNKEL. American Journal of Medicine [Amer. 
J. Med.| 4, 201-207, Feb., 1948. 13 refs. 


The author performed serial thymol-turbidity tests in 
various diseases by the method of MacLagan (Brit. J. 
exp. Path., 1944, 25, 234) modified for the Coleman 
spectrophotometer (J. biol. Chem., 1946, 162, 133). The 
normal range was from 0-5 to 5 units. 

The greatest value of this test is said to lie in the 
diagnosis of infective hepatitis. All of 76 cases showed 
values higher than normal, although there was no 
correlation between the height of the readings and the 
severity of the disease. The test appears to be of special 
importance in epidemiological work, as it is most 
sensitive in the mild, non-icteric cases and is the only 
liver test that remains positive for 6 weeks. Persistently 
high values during convalescence would suggest the 
probability of a relapse. In cirrhosis of the liver the 
results were variable. In alcoholic cirrhosis the values 
were relatively low in spite of severe liver damage. In 
various acute parasitic diseases frequently associated 
with a high level of serum globulin (kala-azar, malaria, 
typhus) high values for the test were found. No such 
parallelism was found in chronic non-parasitic diseases 
such as multiple myelomata and rheumatoid arthritis, 
though in both groups of disease the rise in globulin was 
almost entirely due to an increase in the gamma fraction. 
The test appears helpful in the differential diagnosis 
between obstructive and non-obstructive cases of jaundice. 
The values in obstructive cases without parenchymatous 
liver damage were relatively low, never exceeding 7 units. 
In infective hepatitis the test is of much the same import- 
ance as the cephalin-flocculation test, though it remains 
positive somewhat longer during convalescence, whereas 
the latter becomes positive a few days earlier after the 
onset of the disease. 

The author speculates on the mechanism of this test. 
An increase in the serum lipids and in the gamma 
fraction of the serum globulin has been reputed to play 
an essential part. From the fact that in spite of a high 
serum globulin level the test values are low in diseases 
without inflammatory reaction in the liver tissue, he 
concludes that such a reaction is another important factor 
in producing positive results. R. Schneider 
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Microbiology 


VIRUSES 


903. Chemical Studies in Host—Virus Interactions. IV. 
A Method of Determining Nutritional Requirements for 
Bacterial Virus Multiplication 

C. B. Fow.er and S.S. CoHEN. Journal of Experimental 
Medicine [J. exp. Med.] 87, 259-274, April, 1948. 10 
figs., 21 refs. 


Employing the Bacterium coli bacteriophage T2, the 
authors have studied the rate of bacteriophage production 
when a suspension of the r+ type of the bacteriophage 
was added to washed B. coli suspended in a simple 
medium of known composition (Cohen and Anderson, 
J. exp. Med., 1946, 84, 511). Omission of certain con- 
stituents from the medium or addition of known com- 
pounds, with subsequent measurement of the rate of 
bacteriophage production by the one-step growth 
technique, enables them to assess the effect of various 


compounds in the suspending medium on the production | 


of bacteriophage particles in the host cell. Thus, the 
omission of phosphate, magnesium, ammonia, and lactate 
caused pronounced diminution in the rate of production 
of particles, whereas the omission of sulphate had very 
little effect. 

When the naturally occurring amino-acids were added 
as supplements to the basal medium, some, notably 
l-isoleucine, /-phenylalanine, /-aspartic acid, /-proline, 
/-lysine, /-valine, /-arginine, and /-glutamic acid, in doses 
of 25 mg. per ml., stimulated the production of particles, 
the latent period being considerably reduced and the 
number of virus particles produced per infected bacterium 
being increased. On the other hand, /leucine and 
/-serine inhibited virus production, while /-cystine and 
l-cysteine were toxic. By the addition of the anti- 
metabolite d/-methionine sulphoxide to the basal medium 
in which /-glutamic acid had been incorporated, it was 
possible to show that bacteriophage production might be 
inhibited even when the anti-metabolite was added as late 
as 17 minutes after the start of the normal 25-minute 
latent period. 

Of other substances tested, it was found that nucleic 
acid derivatives, guanosine, desoxyguanosine, and 
depolymerized preparations of ribose and desoxyribose 
nucleic acid, stimulated bacteriophage production, 
whereas the purine and pyrimidine bases and growth 
factors were without effect. Single vitamins, pyridoxine, 
biotin, choline, cozymase, folic acid, glutathione, inositol, 
2-methyl-1,4-naphthoquinone, nicotinamide, p-amino- 
benzoic acid, calcium pantothenate, riboflavin, thiamin 
and sodium «-tocopherol phosphate tested at one arbi- 
trarily chosen concentration were without effect, while 
copper and iron were toxic. As a result of these studies 
it was possible to make a chemically defined medium in 
which the production of particles proceeded at a rate 
almost comparable to that in broth. R. Hare 


904. Chemical Studies in Host-Virus Interactions, y, 
Some Additional Methods of Determining Nutritiona| 
Requirements for Virus Multiplication 

S. S. Conen and C. B. Fow er. Journal of Experi. 
mental Medicine [J. exp. Med.] 87, 275-282, April, 1948, 
2 figs., 6 refs. 


In this paper three methods of assessing the importance 
of constituents of the medium on the production of T2 
bacteriophage in Bacterium coli suspended in a medium 
of known composition were employed. These com- 
prised measurements of length of latent period, alteration 
in the burst size (or average number of virus particles per 
infected bacterium), and the time of appearance of 
desoxyribose nucleic acid in the infected cells consequent 
on bacteriophage production. When a basal medium 
was used of known composition which could be varied 
by omission of one or more constituents or by addition of 
compounds whose importance it was desired to test, it 
was found that 13 amino-acids and a purine—arginine, 
aspartic acid, glutamic acid, histidine, isoleucine, leucine, 
lysine, methionine, phenylalanine, proline, tryptophan, 


_ tyrosine, valine, and adenine—affect the production of 


bacteriophage particles in Bacterium coli suspended in 
the medium. R. Hare 


905. Complement Fixation and Mouse Protection Tests 
in Routine Serologic Studies on Influenza. [In English] 
G. L6rstr6mM. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.| 24, 315-3235, 
1947. 1 fig., 27 refs. 


In a study on the immunology of Type A influenza 
infections the author has compared the value of the 
quantitative complement-fixation test with that of the 
mouse protection test in the measurement of the immunity 
response. Ninety-eight sera from 38 patients in a 
military camp in Stockholm were examined during an 
epidemic of type A influenza. In 22 cases two specimens 
of blood were obtained at intervals of 10 days, while in 
the other 16 cases between 3 and 6 specimens were 
collected. In practically every case the first specimen 
was collected during the acute phase of the disease and 
any later specimen during convalescence. 

The full technical details of the complement-fixation 
test and the mouse protection test are given, the antigen 
used in the complement-fixation test being obtained from 
egg cultures and that used for the mouse protection test 
from stock suspension of infected mouse lungs. In the 
mouse protection experiments the antigen appeared to be 
less constant in its action than in the complement-fixation 
tests, a deterioration in the virulence and infectiveness 
of the virus being noted from time to time. In all, 
antibodies were found by both tests to be present in 73 
sera. In 22 specimens obtained during the acute phase 
both reactions were negative in 12, but in the other 10 
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BACTERIA 


imens there was some variation, presumably due to 
the low titre of the antibodies. These methods showed 
complete diagnostic agreement in 35 of the 38 patients. 
The quantitative comparison between complement- 
fxation and neutralization tests could only be made 
between sera in which the titres fell within the range of 
the two methods. In 63 sera in which the mouse protec- 
tion test was made with a highly infective form of the virus 
there was very good correlation between the two, but 
when a less virulent form was used the correlation 
between the tests in 35 other specimens was not satis- 
factory. J. Smith 


BACTERIA 


906. Bacteriology and Biology of Disinfection of Bile, 
with Special Reference to Pyridine-3-carbonyl-hydroxy- 
methylamide. (Zur Bakteriologie und Biologie der 
Gallendesinfektion, unter besonderer Beriicksichtigung 
des Pyridin-3-karbonsaureoxymethylamids) 

0. ACKLING. Praxis [Praxis] 37, 65-71, Jan. 29, 1948. 
4 figs., 13 refs. 


Pyridine - 3-carbonyl - hydroxymethylamide _(“ bila- 
mid’) is a new chemical compound which can be 
regarded as nicotinic acid amide linked to formaldehyde. 
The chemical formula is as follows: 


N 


Nicotinic acid plays an important part in the metab- 
olism of the liver, and this new compound exerts its 
action on the liver and bile. The ‘nicotinic acid com- 
ponent promotes the normal metabolic activities of the 
liver cells while the formaldehyde component acts as a 
disinfectant on organisms present in the bile ducts and 
gall-bladder. The minimal lethal doses for white mice 
are by the oral route 4 to 10 g. per kilo body weight, 
subcutaneously 3 g. per kilo, and intravenously 4 g. per 
kilo. Figures for rabbits and white rats are comparable. 
When given intermittently for several consecutive days a 
tota’ taily dose of 2 g. per kilo causes no symptoms, while 
4 g. per kilo represents the minimal lethal dose for this 
scheme of medication. Maximal concentrations of 
bilamid in the bile are obtained 2 hours after an oral dose 
of 2 g. per kilo or half an hour after 4g. per kilo. Within 
the following 4 to 6 hours the level falls rapidly but traces 
are still present after 24 hours. Excretion, therefore, is 
rapid and complete. The drug is also excreted in the 
urine and can be demonstrated there 1 hour after an oral 
dose of 4 g. perkilo. The urine content steadily increases 
until 3 to 4 hours after administration; no bilamid is 
present in urine after 10 hours. 

Comparison of the disinfectant properties of the drug 
with those of nicotinic acid amide has been made: 
(1) by placing tablets of the drug into holes punched in 
Plates containing solid nutrient media previously inocu- 
lated with stock laboratory strains of various organisms; 
(2) by Heatley’s cup method. In the latter test the glass 
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cylinders were filled with 0-5% solutions of one of the 
drugs. The results showed that, while nicotinic acid 
amide inhibits the growth—but does not kill most of the 
organisms tested, bilamid has a bactericidal action on 
most strains of the coliform group, including organisms 
causing enteric fever, on Streptococcus faecalis and 
Pneumococcus strains, on Brucella abortus, and on 
the cholera vibrio. Bacteriostatic but not bactericidal 
actions of bilamid were recorded for dysentery, coli, ° 
anthrax, and pyocyaneus bacilli as well as for staphylo- 
cocci. 

Figures and tables are given to demonstrate the action 
of the drug on the flora found in specimens of bile. 
From 31 patients 138 specimens of bile were examined 
bacteriologically. Of 254 different strains isolated from 
these specimens 7% were found to cause the death of white 
mice when injected, 17-5°% caused illness but not death of 
the animals, and 75-5% were not pathogenic for mice. 
Fourteen of the patients were left untreated while 10 were 
treated with bilamid tablets orally and 7 with tablets and 
intravenous injections of the drug. [Dosage not given.]° 
Out of 59 specimens of bile from 10 patients treated 

®orally 4% contained a bacterial flora which included 
strains lethal for white mice, and out of 20 specimens 
from 7 patients treated orally and intravenously 2-5% 
contained similar pathogenic strains. The corresponding 
figure for the control group of patients was 11%. Speci- 
mens from patients under medication contained a higher 
percentage of strains non-pathogenic for white mice 
(80 and 95% respectively) than- those from the control 
group of patients (65%). The various species of bacteria 
isolated from specimens of bile included 28-5% Bact. 
coli, 26:5% pathogenic and saprophytic cocci, 3% diplo- 
cocci, 2°5% pneumococci, 10% faecal streptococci, 
9-5% unidentified enteric bacteria, and 11% torula 
yeasts. When thesé organisms were used for testing the 
bactericidal effect of bilamid it was found that 80 to 100% 
of coliform bacteria were killed, while the drug showed a 
bactericidal action on only 40 to 70% of the coccal forms 
isolated. However, a bacteriostatic action was exerted 
on all forms investigated. Both the bacteriostatic and 
bactericidal actions were markedly increased when the 
drug was dissolved in ascitic fluid. This phenomenon is 
explained by a decrease of surface tension brought about 
by serum albumin, and it is suggested that bile and 
detergents are able to increase the bacteriostatic and 
bactericidal action of the drug. 

[It is difficult to form an opinion on the results obtained 
in specimens of bile from patients because the data lack 
many details and the actual numbers are small.] 

K. S. Zinnemann 


907. The Inhibitory Effect of Lipase on Bacterial 
Growth in Media Containing Fatty Acid Esters 

B. D. Davis and R. J. Dusos. Journal of Bacteriology 
[J. Bact.] 55, 11-23, Jan., 1948. 15 refs. | : 


The semi-synthetic medium used for the cultivation of 
human tubercle bacilli lost its capacity to support the 
growth of bacilli on sterile incubation for 11 to 21 days 
at 37°C. The medium could be stored for much longer 
periods in the refrigerator without deterioration. The 
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source of the bacteriostatic product was traced to the 
serum albumin and “* tween 80”’ when they were present 
together in the incubated medium, and it was shown that 
lipase present. in commercial serum albumin liberated 
free oleic acid from the “* tween 80 ”’ in sufficient amounts 
to overcome the binding capacity of the albumin. Media 
containing crystalline albumin did not deteriorate on 
storage. The lipase activity could be eliminated by: 
(1) destruction of the enzyme by heating a neutral 
solution of the albumin, which did not destroy its fatty- 
acid binding property; (2) addition to the medium of 
0-01% sodium fluoride, which inhibited lipase activity 
but was not bacteriostatic to the tubercle bacillus; 
(3) use of crystalline bovine serum albumin, which is 
not perceptibly contaminated with lipase. Elimination 
of lipase effect permitted growth of tubercle bacilli from 
inoculation with one further tenfold dilution (10-* mg. 
moist weight) than was possible with lipase-contaminated 
media. Lipolytic activity was found to be the cause of 
the bacteriostatic effect produced in this medium by 
horse serum or a culture filtrate of Mycobacterium phlei. 
Horse serum contained about three times as much 
lipase as did human serum. P. B. Marshall ~ 


908. The Folic Acid Activity and Antagonism of Two 
Structurally Related Derivatives of Benzimidazole 

P. C. Epwarps, D. STARLING, A. M. Mattocks, and 
H. E. Skipper. Science [Science] 107, 119-120, Jan. 30, 
1948. 10 refs. 


Certain compounds, such as thymine, have been found 
capable of replacing folic acid as an essential growth 
factor, while other compounds, including several syn- 
thetic pterins, have been shown to be antagonistic to 
folic acid. The synthesis is now reported of two new 
compounds which exhibit interesting relations of struc- 
ture to biological action. Compound I, in which the 
pyrimido-(4,5)-pyrazine (or pterin) nucleus of pteroyl- 
glutamic acid has been substituted by the benzimidazole 
nucleus, still retains a certain degree of growth-promoting 
activity for Streptococcus faecalis. In compound II, 
which differs from compound I only in the substitution 
of a sulphonyl for a carbonyl group in the p-amino- 
benzoic acid moiety of the molecule, biological activity 
has been reversed and the compound has become a 
metabolic antagonist. This reversal of activity is 
reminiscent of the classical antagonism between p-amino- 
benzoic acid and sulphanilamide, and throws more 
doubt on the specificity of the pteridin nucleus for the 
folic acid system. L. J. Davis 


909. Studies on the Specificity of Some Colon Bacterio- 
phages, with a Special View to the Capsulophages 
(K Phages). [In English] 

G. Torr. Acta Pathologica et Microbiologica Scandi- 


navia [Acta path. microbiol. scand.| 24, 260-271, 1947. 
16 refs. 


Continued investigation of the serology of the coli 
group by Scandinavian workers has shown that the 
antigenic structure of its various members is very complex. 
In addition to O antigens certain L, A, and B antigens, 


MICROBIOLOGY 


described collectively as K antigens, have been demop. 
strated; the term K antigen is not synonymous with 
capsular antigen but merely a symbol for either envelope 
or capsular antigen. 

The author had previously shown that a bacteriophage 
could be found which acted on certain strains with 
capsules; another could be found which acted op 
acapsular forms, and a third which acted both op 
capsular and acapsular forms; the purpose of the present 
investigation was to correlate the presence of a certain 
K antigen with sensitiveness to a certain bacteriophage, 
The technique of the method is fully described and does 
not appear to be too involved. The author found that 
there are bacteriophages whose effect on a given strain 
depends on the presence of definite capsular antigens, 
Further, this is found to hold true both when the capsular 
antigen is a thermostable A antigen and when it is a 
thermolabile L antigen. It has been demonstrated that 
the specific effect of the bacteriophages concerned is 
independent of the presence of other antigens in the 
organism. The author believes that it may be possible 
to develop a series of bacteriophages with a highly specific 
action which could be employed in typing various 
members of the coli group. J. Smith 


910. Observations on the Differential Inhibition of 
Coliform Bacilli and Rough Variants of Intestinal 
Pathogens 

J. Bropie. Journal of General Microbiology [J. gen. 
Microbiol.} 2, 1-7, Jan., 1948. 5 refs. 


IMMUNITY 
911. Effectivity of Colon Immune Serum with Special 
Reference to the L Antibody. [In English] 


H. W. Ewertsen. Acta Pathologica et Microbiologica 
Scandinavica {Acta path. microbiol. scand.] 24, 251-259, 
1947. 12 refs. 


Work on the antigen structure of members of the coli 
group of organisms has made much progress in recent 
years. Various Scandinavian workers have found that 
the presence of an L antigen is particularly associated 
with the property of virulence in this organism. Nor- 
mally, immunization of a rabbit with a culture killed with 
0-5% formol produces an LO antiserum and immuniza- 
tion with a boiled culture produces an O antiserum. 
One of the purposes of the present studies was to dis- 
cover whether or not the LO antiserum gave better pro- 
tection than O antiserum. In experiments on mic 
intraperitoneal administration of antiserum 6 to 18 
hours before giving the minimum lethal dose of the 
homologous cultures had a definite prophylactic effect. 
Further the LO antiserum afforded a greater degree of 
protection than did the O antiserum, and the intraperi- 
toneal route of administration gave much more effective 
protection than the intramuscular or intravenous one. 
It was also shown that the LO and O agglutinins could be 
absorbed from the sera and that these absorbed sera gave 
similar results. It was obvious from these experiments 
that the agglutinin and protective titres of the antisera 
did not run parallel and in fact the absorbed sera were 
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often more effective than the unabsorbed. To what 
extent the peritoneal tissues were stimulated to act in a 
non-specific protective manner by the previous admini- 
stration of antiserum was not determined. In a further 
series of experiments a combination of sulphapyridine 
and serum was found to afford greater protection than did 
either sulphapyridine or serum given separately. 
J. Smith 


912. The Conglutination Phenomenon. I. An Introduc- 
tion to the Conglutination Phenomenon and an Account of 
the Observations and Views of Previous Investigators 

N. H. Hote and R. R. A. Coomss. Journal of Hygiene 
{J. Hyg., Camb.] 45, 480-489, Dec., 1947. Bibliography. 


913. The Conglutination Phenomenon. II. The Tech- 
nique of the Conglutinating Complement Absorption Test 
Compared with the Haemolytic Complement Fixation 
Test 

N. H. Hote and R. R. A. Coomss. Journal of Hygiene 
[J. Hyg., Camb.] 45, 490-496, Dec., 1947. 3 figs., 6 refs. 


914. The Conglutination Phenomenon. III. The Con- 
glutinating Complement Absorption Test in Experimental 
Glanders 

N. H. Hoie and R. R. A. Coomps. Journal of Hygiene 
[J. Hyg., Camb.] 45, 497-503, Dec., 1947. 6 figs., 3 refs. 


The authors have reinvestigated the conglutination 
phenomenon, with particular reference to its application 
as a diagnostic procedure. A direct conglutination reac- 
tion and a conglutinating complement absorption test 
(C.C.A.T.) were described by Streng in 1909 and 1910. 
Conglutination describes the clumping of red blood cells, 
which have been sensitized with antibody and have 
absorbed complement, by a substance in bovine serum 
(and horse serum) called conglutinin. Bacteria are also 
subject to conglutination after sensitization with anti- 
serum and absorption of complement. Thus in bacterial 
infections a direct conglutination reaction was introduced 
as a test for antibody in the belief that the latter might 
thus be detected in a concentration weaker than would 
cause agglutination. A further investigation of the 
phenomenon was undertaken with the idea that the 
C.C.A.T. might have advantages as a diagnostic pro- 
cedure and might vield information of fundamental 
immunological interest. In the ordinary haemolytic 
complement-fixation test (C.F.T.) a complement, such as 
guinea-pig serum, must be used which is haemolytic. 
In the C.C.A.T., non-haemolytic complement from other 
species of animals can be employed. The authors believe 
that the source of complement in a particular immune 
system may be important; thus the C.C.A.T. may have 
advantages over the C.F.T. because of the wider range of 
complement available. Samples of mule and donkey 
serum which are anti-complementary for guinea-pig 
complement can be tested by the C.C.A.T. with comple- 
ments from other species. 

_ The first paper provides a comprehensive review of the 

literature. [This is not suitable for abstraction and the 
original paper should be consulted by those who are 
interested in continuing the investigation of this pheno- 
menon and its application to diagnosis.] 


In the second paper the technique of the C.C.A.T. is 
described. Antigen and suspected antibody are mixed 
together with complement (sera of horse, cat, or pig were 
usually used) and left in contact for 30 minutes at room 
temperature. Then a conglutinating system consisting 
of sheep red cells and inactivated bovine serum (contain- 
ing both conglutinin and a haemolysin for sheep red 
cells) is added. After incubation at 37° C. for 30 minutes 
the presence of clumping of the red cells is noted by centri- 
fuging and resuspending the deposit. Dilutions of the 
serum under examination (after inactivation at 56° C.) 
are tested against a fixed amount of complement (2 units). 
A preliminary titration of complement is necessary and 
all reagents must be carefully standardized. It is very 
important to determine the optimum dilution of antigen. 
Controls are included. The technique was based on that 
used for the C.F.T. As the results of the two tests are 
compared, the technique for the C.F.T. is also described. 
To increase the sensitivity of the latter the unit of com- 
plement used was the smallest amount which would 
cause visible haemolysis. Readings were taken after 
centrifuging the tubes at the end of the period of incuba- 
tion. 

In the third paper the C.C.A.T. is compared with other 
tests for the diagnosis of glanders. Five ponies were 
infected by the oral administration of a virulent culture 
and observed for 10 months. With one exception all the 
animals developed antibodies and appeared to have been 
infected; in the one exception there were a positive | 
allergic reaction and a suspicious lesion at necropsy, but 
antibodies were only demonstrable for short periods after 
inoculation of mallein. After infection agglutinins were 
the first antibodies to rise in titre. Agglutinins were, 
however, present in the pre-inoculation sera at titres 
between 80 and 640. The agglutination test is thus of 
little value in the diagnosis of a suspected case where 
the previous titre is unknown. Sera from normal horses - 
are always negative with the C.F. and C.C.A. tests. Asa 
diagnostic test the C.C.A.T. appeared to be more sensi- 
tive than the C.F.T. In 2 animals it became positive 
earlier (one day and two days) and it never became posi- 
tive later. Titres were higher and the test remained 
positive for longer periods. The antigen used for these 
tests was a Seitz filtrate of an autoclaved 6-week culture 
of Pfeifferella mallei in synthetic broth. In infected 
ponies titres with the C.C.A.T. and C.F.T. rose markedly 
after subcutaneous injection of mallein, even though the 
interpretation of the skin reaction was doubtful. Of 
5 non-infected ponies, 2 failed to react, but in the others 
there was a weak antibody response. When mallein was 
administered by intradermo-palpebral inoculation one 
sensitized pony showed a marked increase in antibodies, 
while 11 control ponies failed to react. It is suggested 
that this latter observation may indicate a useful diag- 
nostic procedure. D. G. ff. Edward 


915. Immunological Studies of Newcastle Virus 

R. L. REGAN, M. G. Livi, J. E. Hauser, and A. L. 
BRUECKNER. Proceedings of the Society for Experimental 
Biology and Medicine (Proc. Soc. exp. Biol., N.Y. 67, 
234-236, Feb., 1948. 2 refs. 
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916. Puberty Growth of Boys 
R. W. B.Exuis. Archives of Diseases in Childhood [Arch. 
Dis. Childh.| 23, 17-26, March, 1948. 7 figs., 10 refs. 


The author has continued his studies of bodily growth 
in relation to maturity, and gives the results of observa- 
tion, over a 12-month period, of 154 boys (pupils in two 
residential schools) who were 12 to 164 years of age at 
the end of the period of observation. They were 
graded as: (1) “ non-pubescent”’, (2) pubescent, and 
(3) adolescent, according to criteria previously described 
(Arch. Dis. Childh., 1946, 21, 181). The mean values for 
increase in height and weight, and for leg-length in the 
case of boys in one school, were determined for each 
of the above groups. Comparisons were made only 
between boys resident in the same school. The results 
showed that the rate of growth (height and weight) is 
accelerated before there are clinical manifestations of 
pubescence, and to a stil! greater degree as adolescence is 
attained; in the group of older adolescents the height 
increment was less. Composite growth curves based on 
chronological age tend to conceal individual patterns 
dependent upon physiological factors; this must neces- 
sarily have a bearing upon comparisons made between 
age groups of mixed maturity in different countries or of 
different nutritional status. ‘‘ The introduction into 
routine medical examinations of some simple standard of 
maturity grading such as that suggested would make it 
possible to compare groups of the same age and of 
approximately the same degree of maturity.” In this 
way it would be possible to determine, for example, 
whether differences in climate or nutrition influence the 
average age of onset of puberty, and hence the percentage 
of boys of each maturity grade in each year of age. 

N. B. Capon 


917. Some Observations on the Feeding of Premature 
Infants Based on Twenty Years’ Experience at the New 
Haven Hospital 

G. F. Powers. Pediatrics [Pediatrics] 1, 145-158, Feb., 
1948. 4 figs., 27 refs. 


The author discusses various infant dietaries, and points 
out how his studies of them 20 years ago led him to use as 
a routine for all infants not breast-fed an artificial feed 
relatively high in protein, carbohydrate, and minerals, 
and low in fat. This was obtained by using a mixture of 
whole and skimmed dried milks in the proportion of 7 
to 5 with 10% ** dextrimaltose ”’ added, giving the follow- 
ing percentage distribution of calories—protein 16°%, 
carbohydrate 66%, and fat 18%. 

Prematuge infants also received this artificial formula 
when breast milk was not available and were found to 
thrive better, as judged by growth and freedom from 
digestive disturbances, than those on human milk. The 
rate of gain in weight was studied during the third week 


of life in 41 infants weighing under 2,250 g. 
infants receiving less than 120 calories per kilo body 
weight per day were included. Comparison of the 24 
infants weighing 1,800 to 2,199 g. at birth showed that 
those on human milk gained an average of 8-4 g. per kilo 
per day, while those on the half-skimmed milk gained on 
an average 11-9 g. per kilo per day, this difference being 
Statistically significant. Thus human milk, which js 
satisfactory for the full-term infant, is not necessarily the 
ideal for the premature infant during the first few weeks 
of life. Reinforcement of breast milk with some form of 
protein may render it more suitable, and references are 
made to recent work in this field. Emphasis is laid on the 
poor absorption of fat in premature infants, whether fed 
on human or cow’s milk, with consequent loss of calories 
in the stools when the diet is high in fat. A plea is put 
forward that the analysis of infants’ diets should be 
expressed as a percentage of total calories obtained from 
protein, fat, and carbohydrate, this being a more intel- 
ligible method, as the analysis is in terms of the unit of 
metabolism—the calorie. 

The mortality rates for the past 23 years are cited; 
no striking change has occurred, nor have any important 
changes in any of the age groups been noted during the 
last 13 years. The survival rates for premature infants 
fed on a half-skimmed milk mixture are as favourable as 
those reported from other clinics. However, qualitative 
differences in foods are unlikely to be reflected in the 
mortality rates for infants omy the first days or possibly 
weeks of life. P. Poyner-Wall 


918. Basal Metabolism of Children with Tumors 

A. Topper. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 74, 669-681, Dec., 1947. 4 figs., 
40 refs. 


The author studied the basal metabolic rate in 40 
children with tumours. In the 21 cases of cerebral 
neoplasm, whether malignant or benign, the metabolic 
rate was below normal. A hypothalamic disturbance 
secondary to intracranial hypertension is suggested. Of 
the 19 patients with tumours elsewhere in the body, the 
basal metabolic rate was normal in 3 with benign growths 
and raised in 6 with growths which proved to be malig- 
nant. W. G. Wyllie 


919. Hyperosmolarity and MHyperelectrolytemia in 
Pathologic Conditions of Childhood 

S. Rapoport. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 74, 682-702, Dec., 1947. 5 figs., 
52 refs. 


This title refers to the effects of water loss through 
diarrhoea, vomiting, and pyrexia, with resulting increase 
of sodium, chloride, and non-protein nitrogen in the 
plasma, and reduction in bicarbonate. The study is 
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based on 14 patients, all in early infancy, except a boy of 
12 years. Adequate hydration was chiefly obtained by 
intravenous drip infusions of 5% dextrose in water. The 
inability of the kidney in young infants to excrete a urine 
of high concentration is emphasized. W. G. Wyllie 


920. Relation of Lesions of the Tongue in Children to 
Niacin Deficiency ; 

H. Bakwin, H. S. REARDON, J. S. Winn, M. S. TEN- 
BRINCK, M. L. STERN, and M. G. ENGEL. American 
Journal of Diseases of Children [Amer. J. Dis. Child.] 
14, 657-668, Dec., 1947. 6 figs., 26 refs. 


The types of lesion investigated were: (a) acute 
glossitis secondary to an underlying lesion of the tongue; 
(b) glossitis migrans or geographical tongue; (c) mild 
chronic swelling of the tongue; and (d) fissured tongue. 
In 60 children with one or other of these lesions, niacin 
(nicotinic acid) therapy over prolonged periods favoured 
gradual improvement, but the results did not seem to 
indicate a specific niacin deficiency. Geographical 
tongue was unaffected by the niacin therapy. 

W. G. Wyllie 


921. Salicylate Therapy in Children 

G. F. MaGaiont. Archives of Diseases in Childhood 
[Arch. Dis. Childh.] 23, 40-47, March, 1948. 11 figs., 
65 refs. 


The author has investigated the absorption and excre- 
tion of sodium salicylate and™‘ aspirin” given orally 
and per rectum to rheumatic and non-rheumatic children. 
He showed that a large dose (such as | g. of sodium 
salicylate) is excreted more slowly than a small one. A 
steady blood level of at least 25 mg. per 100 ml. is given 
by a daily dosage of gr. 1 to 1-5 (65 to 100 mg.) per Ib. 
(0-45 kg.) of body weight. He confirmed the fact that 
sodium bicarbonate increases the urinary excretion of 
salicylates. When administration was stopped even 
after many weeks’ treatment the drug completely dis- 
appeared from the blood and urine in 48 to 72 hours. 

R. S. Illingworth 


922. Maternal Rubella During Pregnancy as Cause of 


Congenital Cataract and Other Congenital Malfgrmations. , 


{In English] 
M. BARDRAM and P. BrRa&NDsTRUP. Acta Ophthalmo- 
logica [Acta ophthal., Kbh.} 25, 353-367, 1947. 32 refs. 


This paper reviews the evidence that an attack of 
rubella in the first 3 months of pregnancy may cause 
cataract and other malformations in the baby. The 
histories of 8 Danish cases of malformations in the child 
after maternal rubella are reported in detail. In these 
children, one of whom was stillborn and one of whom 
died at 6 months, the following malformations were 


seen: cataract (7 cases), microphthalmus (1 case), - 


Pigmentary degeneration of retina (3), incomplete iris 
coloboma (1), morbus cordis (5), peculiarly long trunk (1) 
long fingers and toes (1). A. Pirie 


923. Etiological Aspects of Gastroenteritis. Parts I 
and II 

E. Hinpen. Archives of Diseases in Childhood [Arch. 
Dis. Childh.| 23, 27-39, March, 1948. 1 fig., biblio- 
graphy. 


A series of 148 cases of gastro-enteritis in infants were 
treated in the County Hospital, Kensington, in 24 months 
from April, 1938. The mortality rate was 44%. The 
mortality rate in the 88 infants admitted with gastro- 
enteritis was 31% and in the 60 who acquired it in 
hospital it was 63%. 

[Only two aspects of treatment are discussed—chemo- 
therapy and the use of blood products. An important 
omission is a discussion of the common errors of nursery 
technique which invite epidemics of gastro-enteritis.] 

R. S. Illingworth 


924. Suppurative Meningitis in the Newborn Due to 
Coliform Bacilli 

K. J. RANDALL. Journal of Clinical Pathology [J. clin. 
Path.} 1, 150-155, May, 1948. 2 figs., 15 refs. 


Although infrequent, suppurative meningitis in the first 
month of life is now more commonly recognized than 
formerly. This paper reports 6 cases of meningitis due to 
coliform bacilli. The ages of the infants ranged from 17 
hours to 16 days and 2 of them were premature. The 
signs and symptoms are not typically those of meningitis; 
the temperature may be normal, but a sudden rise in 
temperature was an early sign in 4 of these cases. Other 
early signs are a failure to feed, restlessness, twitching of 
the limbs, and muscular spasms, but neck rigidity is rare. 
Convulsions often occur before death and a cephalic cry 
may develop. The author remarks that these signs are © 
suggestive of an intracranial lesion or at any rate of 
cerebral anoxia, and urges an early examination of the 
cerebrospinal fluid. All these cases were due to Bac- 
terium coli; a review of the literature shows this to be the 
commonest organism causing meningitis at this age. 
There is some evidence to suggest that the newborn may 
lack the normal coli agglutinins present in adults. 
In only one case was any specific treatment (sulphathia- 
zole) given; this was without effect. In one case the 
organism was sensitive to 100 units of penicillin per ml. 

N. S. Alcock 


925. Penicillin Therapy in Infantile Empyema. (Ulteri- 
ore contributo alla terapia penicillinica nell’empiema 
pleurico dell’infanzia) 

G. Murano. Pediatria (Pediatria] 55, 563-391, July- 
Sept., 1947. 17 figs., bibliography. 


Attention is drawn to the greatly diminished morbidity 
from empyema in childhood from 1938 onwards, because 
of the use of sulphonamides in acute respiratory infec- 
tions. Between the years 1932 and 1938 cases of em- 
pyema formed 2-78% of all admissions to the wards of 
the children’s clinic in Naples, but only 1-44% between 
1940 and 1946; in the out-patient department, the 
incidence of empyema fell from 2-19 to 0-26%. The 
mortality rate rose, however, because a greater pro- 
portion of cases were staphylococcal. Even with the use 
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of penicillin the prognosis of infantile empyema is still 
not good, mainly because of the development of pleural 
thickening. The author records a series of 19 cases in 
detail, all treated with intrapleural and systemic peni- 
cillin. The pleural cavity was aspirated every 2 or 3 days 
and 15,000 to 30,000 units of penicillin were instilled; 
between aspirations, 10 ml. of 10% sodium taurocholate 
or 3% quinine hydrochloride solution was injected in 
order to liquefy the pus. It is claimed that the frequency 
of thoracotomy is thereby greatly reduced. Only in 3 
cases was open drainage performed: pus was evacuated 
in one case; the other two merely had thickened and 
organized pleura. A third of the empyemata were 
staphylococcal, and 13 of the 19 patients were under 2 
years of age. The average length of stay in hospital was 
20 to 30 days instead of 2 months as formerly. Two 
children died, both of pyaemia, shortly after admission. 
Penicillin did not prevent the development of considerable 
pleural thickening, and the author suggests the use of 
intrapleural heparin as early as possible in treatment to 
prevent the deposition of fibrin. E. G. Sita-Lumsden 


926. Clinical Statistics of Empyema in Infancy over a 
15-Year Period (1931-47). (Considerazioni statistico- 
cliniche sulla pleurite purulenta dell’infanzia nel corso 
di un quindicennio (1931-—1947)) 

U. GrtuRANNA and C. MELINO. Pediatria [Pediatria] 56, 
48-63, Jan.—March, 1948. 5 figs., 33 refs. 


In the years before sulphonamides were used, 1931-38, 
the incidence of empyema in the Paediatric Clinic of the 
University of Naples was 2:1%. From 1938 to 1947 it 
was 0-31%, the actual number of cases being 580 out of 
60,780. The incidence of empyema due to broncho- 
pneumonia was 40% up to 1938, and 14-9% afterwards. 
This fall was parallel to the diminution in the number of 
cases of acute respiratory disease reported to the health 
authorities, from 55,000 in 1939 to 35,000 in 1946. The 
organisms chiefly responsible were pneumococci (77% 
and 72:9%), staphylococci and streptococci occurring 
much more rarely. The greatest incidence was in the 
second year of life; this was equally true of staphylo- 
coccal cases, an observation not recordéd by other 
workers. The figures for streptococcal infections are 
too small to be significant. The relative incidence of 
para-pneumonic and meta-pneumonic empyemas is 
unchanged, nor is the recovery rate much altered, being 
slightly greater in the later series in the para-pneumonic 
types—67-7% against 58-9%. The rate in meta-pneu- 
monic infections is approximately 78%. The right and 
the left side were equally involved. 

[This last statement is associated by the author with the 
figures for the incidence of bronchopneumonia in the 
right and left lungs, these figures also revealing an equal 
incidence. Presumably the definition of broncho- 
pneumonia is not the same as in Britain]. 

J. G. Jamieson 


927. Pediatric Deaths in a Large General Hospital 

R. V. PLatou, J. KOMETANI, and N.C. Woopy. Journal 
of Pediatrics [J. Pediat.| 32, 380-392, April, 1948. 4 figs., 
1 ref. 


928. Further Observations on the Significance of the 
Blood Pyruvic Acid Level in Infancy 

E. C. ALLtBone. Archives of Diseases in Childhood 
{Arch. Dis. Childh.] 23, 7-16, March, 1948. 9 figs, 
23 refs. 


The complete metabolic breakdown of glucose into 
carbon dioxide and water follows a sequence of stages 
which have been identified, in man, as far as pyruvic acid: 
beyond that point the steps are not known, but they would 
appear to involve inorganic phosphate, metallic ions, 
manganese, magnesium and cobalt, protein, and one or 
more of the factors of the vitamin-B complex. An 
accumulation of pyruvic acid in the blood occurs in a 
variety of clinical conditions and might be caused either 
by retardation of its breakdown or by failure of re. 
synthesis to glucose. The author, who had previously 
shown that a raised level of pyruvic acid in the blood was 
to be expected in toxic and infective states even when 
thiamin intake was adequate, has now extended his 
investigations to: (1) the effect of giving massive doses 
of thiamin, both orally and parenterally, and (2) the fall 
in blood pyruvic acid which usually results when blood 
transfusions are given to infants suffering from haemolytic 
anaemia. After discussirig his own findings and the 
reports and theories of other workers, he comes to the 
conclusion that the rise in blood pyruvic acid in toxaemic 
and haemolytic states during infancy is not associated 
with a deficiency of thiamin and is probably unrelated to 
any of the known factors in the vitamin-B complex. 

N. B. Capon 


929. Massive Doses and Repeated Average Doses of 
Vitamin D, in the Cure of Florid Rickets. (Dosi urto 
e dosi medie ripetute di vitamina D, nella cura del 
rachitismo florido) 

P. pE Caprio. Pediatria [Pediatria] 56, 85-95, Jan.- 
March, 1948. 16 refs. 


Twelve children were treated for rickets. The ages 
varied from 13 to 27 months. The average alkaline 
phosphatase level was 54 units per 100 ml. of serum, and 
there was ample radiological evidence of rickets. Six 
children received 40,000 i.u. of vitamin D, every 3 days 
for 4 months; 6 children were given 600,000 i.u. in one 
dose, 3 taking it by mouth and 3 parenterally. The 
phosphatase levels were estimated at 7 and 14 days and 
1 month, and, where divided doses were given, at 2, 3, 
and 4 months. After a massive dose the phosphatase 
level fell slowly in the first week and rapidly in the second 
week, and reached the normal in a month in all 6 cases. 
In 1 case the fall in the second week was slight, but a fall 
in the third week brought the level almost to normal. 
The clinical improvement was equally rapid. With 
repeated doses the phosphatase level rose slightly ia the 
first week and then fell slowly, but in all cases, except one 
mild one, the figure was still over 20 in the fourth month. 
The clinical improvement was also not so striking as in 
the other series. The author points out that there are 
dangers in massive dosage, and considers that it should 
be employed only in severe cases. He does not report 
any toxic effects. J. G. Jamieson 
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930. The Determination of the Nitrogen Balance Index 
of a New Lyophilized Amino Acid Preparation in Protein- 
deficient Patients 

w. S. HorrMAN, D. D. Kozoi_, W. T. Mok, K. A. 
Meyer, and H. Popper. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.) 33, 280-293, 
March, 1948. 2 figs., 15 refs. . 


The biological value of an acid hydrolysate of casein 
with added tryptophan has been studied by the method of 
Allison et al. [J. Nutrit. 1915, 29, 413) on 20 subjects. 
A virtually protein-free diet of adequate calorie value was 
given orally, the amino-acid digests were given intra- 
venously in varying dosage, and the nitrogen balance was 
studied. In 19 subjects, aged 39 to 75 years, a positive 
nitrogen balance was reached; all but 2 of these finally 
received more than 100 g. protein hydrolysate for at 
least 3 days with no untoward symptoms. When the 
10% solution was used, the injection of 60 g. required 
2to3hours. The excretion level of endogenous nitrogen 
was obtained when no digest had been given for at least 
3 days. The nitrogen intake required for nitrogen 
equilibrium varied from 42 to 340 mg. per kilo body 
weight per day, with an average of 129 mg. and a standard 
deviation (S.D.) of 66 mg. The values for the nitrogen 
intake when nitrogen equilibrium was reached were 
directly proportional to the magnitude of the excretion 
of endogenous nitrogen. Thirteen of the 19 balance 
curves were straight lines in the region of negative and 
positive nitrogen balance, and in these, Allison’s nitrogen 
balance index K averaged 0-66 with an S.D. of 0-13; 
for all 19 curves the mean value of K was 0-68, S.D. 0-16. 
No change during the period of observation was seen in 
the circulating proteins or in the weight of the subjects 
which could not be ascribed to changes in the blood 
volume. Cc. C. N. Vass 


931. The Dynamics of Protein Metabolism. I. The 
Interrelationship Between Protein and Caloric Intakes 
and Their Influence upon the Utilization of Ingested 
Protein for Tissue Synthesis by the Adult Protein-depleted 
Rat 

E. P. Benpitr, E. M. HumpuHreys, R. W. WISSLER, 
C. H. Sterree, L. E. Frazier, and P. R. CANNON. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.] 33, 257-268, March, 1948. 6 figs., 14 refs. 


Young adult male albino rats whose initial average 
weight was 210 g. were kept on a diet low in protein but 
otherwise adequate for 24 months, after which the 
average weight was 154 g. The animals were then 
divided into groups of 5 or 6, and 3 experiments were 
carried out. The basic composition of the diet was the 
same in all 3 experiments, and the protein was a mixture 
of equal parts of ox lactalbumin and casein. In the first 
experiment each rat ingested 1-56 g. protein daily, but the 


General 


calorie (kilocalorie) intake varied from 15 to 60 per rat 

daily. In the second the calorie value remained un- 

altered at 48 per rat daily, while the protein intake 

ranged from 0-53 to 2-87 g. per rat daily. In the third 

experiment different quantities of the same diet were given 

with the same calorie range as in the first experiment; 

the protein intake varied from 0-46 to 1-82 g. per rat daily, 

Each experiment lasted 14 days. The gain in protein in 

the carcase, including the liver, was measured as follows. 

In each experiment a control group was maintained on 

the low protein diet throughout and the mean quantity 

of carcase protein was subtracted from the mean quantity 

determined in each group. Protein utilization was poor 
when the calorie intake was low but reached a maximum 
at an intake of 1,240 Calories per sq. metre of surface area 
per day; a further increase in calorie intake did not affect 
protein utilization. With a constant calorie intake of 
1,630 Calories per sq. m. per day protein utilization rose 
as the protein intake was raised from 2-8 to 14-8 g. per kilo 
daily. When the ratio of protein intake to calorie intake 
remained constant the rate of protein utilization increased 
with increasing diet intake. With a constant protein 
intake and increasing calorie intake the quantity of fat 
deposited was proportional to the calorie intake, but if 
the protein intake varied while the calorie intake remained 
constant at 1,630 Calories per sq. m. per day gains in fat 
were apparent at all levels up to 8 g. protein per kilo 
daily, beyond which the absolute amounts of fat deposited 
decreased. 

It is argued that 1,240 Calories per sq. m. per day repre- 
sents the energy allowance which will supply the mainten- 
ance needs of the animal (560 Calories per sq. m. per 
day) with sufficient excess to construct new tissue 
(equivalent to 323 Calories per sq. m. per day). 

C. C. N. Vass 


932. The Dynamics of Protein Metabolism. II. The 
Relationship Between the Level of Protein Intake and the 
Rate of Protein Utilization by Protein-depleted Men and 
Rats 

E. P. Benpitr, R. L. WoorripGce, and R. STepto. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.] 33, 269-279, March, 1948. 2 figs., 23 refs. 


The authors have shown that on an otherwise adequate 
diet a certain minimum level of calorie intake at a given 
level of protein intake was needed to ensure maximum 
tissue synthesis. Analysis of the data of von Hoesslin 
(Arch. Hyg., 1919, 88, 147) on men suffering from severe 
inanition, Altschuler et al. (Arch. intern. Med., 1943, 70, 
512) on cancer patients, Mulholland et al. (Ann. Surg. 
1943, 117, 512) on patients after gastrectomy, and Horbler 
(Amer. J. Dis. Child., 1915, 10, 153), Gordon et al. (ibid. 
1937, 4, 1030), and Wang et al. (ibid., 1928, 35, 968) on 
children, reveals a linear relation between protein utiliza- 
tion in grammes per kilo body weight per day and the 
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protein intake in grammes per kilo per day. A similar 
relation holds good for protein-depleted adult male 
albino rats when the protein intake varies from 0-2 to 
5 g. per kilo body weight per day. In order to obtain 
good rates of tissue synthesis in protein-depleted or 
growing mammals; it is necessary to give them 2 to 4 g. 
protein per kilo body weight per day and 1,350 to 1,500 
Calories per sq. metre per day. C. C. N. Vass 


ALLERGY 


933. Histamine Antagonists. X. A New anti- 
histaminic Drug, 2-[a-(2-Dimethylaminoethoxy)-a-Methyl- 
Benzyl]-Pyridine Succinate (Decapryn Succinate); 
Experimental and Clinical Results 

S. M. FernserG and T. B. BERNSTEIN. Journal of Labora- 
tory and Clinical Medicine [J. Lab. clin. Med.] 33, 319- 
324, March, 1948. 1 fig., 1 ref. 


“‘Decapryn succinate’’ is a trade name for the sub- 
stance having the structural formula : 


\ CH, H H 
CAR 


Decapryn has about the same local anaesthetic activity 
as procaine when injected intradermally into guinea-pigs 
but it has little surface anaesthetic power on cornea or 
tongue. All of 10 guinea-pigs were protected from a 
certainly lethal intravenous dose of histamine by previous 
injection of 1 mg. decapryn per kilo intraperitoneally. 
In a comparison of power to protect guinea-pigs from the 
effects of histamine given by aerosol, the order of 
descending potency was “* pyribenzamine”’, decapryn, 
* 3015 RP”’, and “ antistine Previous intraperitoneal 
injection of 3 mg. decapryn per kilo reduced the death 
rate from anaphylactic shock in guinea-pigs sensitized to 
egg-white from 85% to 11% (1 of 9 animals). 


(CH;), (COOH). 


| 
H H 


Decapryn has been compared with other antihistamine 
substances for its power to inhibit the local skin response to 
histamine in man. Histamine in serial dilutions from 1 in 
8,000 to 1 in 512,000 is applied to scratches made on the 
subject’s back. For subsequent work that concentration of 
histamine is chosen which is twice that of the lowest giving 
the maximum flare, or that giving half the maximum flare, or 
that giving the first effective flare. The antihistaminic 
substance is applied to fresh scratches in dilutions of 1 in 
800 to 1 in 204,800 (in early experiments, 2% to 3's%). The 
determined concentration of histamine is then applied 10 
minutes later and the antihistaminic potency estimated by 
noting the concentration which just fails to inhibit the 
histamine response. [An illustrative example suggests that 
decapryn is almost as active as pyribenzamine (0-5% of this 
inhibits the effect of 1 in 4,000 histamine), and more active 
than “ chlorothen ” and “ hetramine ’’.] 


Clinically, decapryn in tablets or capsules gave satis- 
factory relief to 62 of 81 (76%) patients with hay-fever and 
to 19 of 34 patients with non-seasonal allergic rhinitis. 
Sneezing was more often relieved than nasal blocking. 
Decapryn appeared to have a tendency to longer action 


GENERAL 


than is found with other antihistamine drugs. None of 
27 asthmatic patients was appreciably benefited by 
decapryn. The importance of desensitization in the 
patient with asthma associated with hay-fever is stressed, 
Allergic cough was relieved by decapryn in 2 out of 7 
cases, the oedema (and to a lesser extent the swelling) of 
urticaria and angioneurotic oedema in 6 out of 9 

the itching of chronic atopic dermatitis in 4 out of 6 
cases and dermographism in 5 of 6 patients. 

Doses of 12-5 mg. were always well tolerated—the 
usual dose being 25 or 50 mg. More than 50 mg. was 
usually either not needed or not well tolerated. A small 
test dose is advised as a routine. The main side-effect, 
sedation, was observed in 39 of 118 patients (34%). It 
was very pronounced in some. Nervousness, vertigo, 
headache, epigastric pain, and an itching rash were also 
noticed rarely. Derek R. Wood 


934. The Pharmacologic Properties of 2-[a-(2-Dimethyl- 
aminoethoxy)-a-Methylbenzyl]-Pyridine Succinate, a New 
Antihistaminic Agent 

B. B. BROWN and H. W. WerRNER. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 33, 325-331, 
March, 1948. 9 refs. 


Acute toxicity figures (LD 50) are given for mice, 
rabbits, and rats injected with ‘* decapryn succinate” 
subcutaneously, intravenously, and orally. The response 
of isolated guinea-pig intestine to histamine diphosphate 
(0-1 wg. per ml.) is abolished by decapryn (0-05 jug. per 
ml.) and pre-treatment with decapryn protects guinea- 
pigs from death due to intravenous histamine. An 
average of 32 mg. decapryn per kilo, given intravenously, 
protected against up to 200 lethal doses of histamine. 
Even 10 hours after 80 mg. decapryn per kilo orally, 
animals still survived the effect of 7 lethal doses of hist- 
amine. Decapryn antagonized the pressor effect of hist- 
amine in the rabbit anaesthetized with sodium pheno- 
barbitone and the depressor effect of histamine in the cat 
anaesthetized with sodium “ amytal’’. After 1 or 2 
mg. decapryn per kilo, 15 to 30 times as much histamine 
is required to produce the same rise or fall in blood pres- 
sure as before. In skin wheal tests on rabbits, 0-2 ml. 
histamine (dilutions of 1 in 1,000 to 1 in 100,000) was 
injected intracutaneously, followed by 10 ml. of 0:2% 
trypan blue intravenously. An oral dose of 75 mg. 
decapryn per kilo completely prevented the extravasa- 
tion of dye for 8 hours and the blanching for 6 hours. 
A 4% solution of decapryn did not anaesthetize the 
cornea but a 1% solution adjusted to pH 9-43 produced 
deep anaesthesia for 16 minutes. The eyelid reflex was 
blocked for 62 minutes by injection of 0-33 ml., of 2% 
procaine solution near the end of the external canthus; 
2% decapryn succinate blocked the reflex for 64 minutes, 
for 23 minutes if made alkaline (pH 9-0), and for over 
5 hours when | in 25,000 adrenaline was added to the 
alkaline solution. Decapryn has a weak anti-acetyl- 
choline action on isolated rabbit intestine. Tested on 
intestinal movements in the intact animal, 4 mg. per kilo 
decapryn inhibited the intestinal response to 100 pg. 
acetylcholine by about 50%. Decapryn itself had slight 
and variable effects on the blood pressure when injected 
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Respiration was usually temporarily stimu- 
It was non- 


jnto cats. 
lated by doses of 4 mg. decapryn per kilo. 
irritant when applied to the conjunctiva (4%) and when 
injected in 1% solution, but injection of 3:5% and 4% 
solutions caused some necrosis in rats. 


Derek R. Wood 


935. Effect of Salicylate and Tripelennamine Hydro- 
chloride (Pyribenzamine) on the Arthus Reaction and on 
Bacterial Allergic Reactions 

E. E. FiscHeL. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y.) 
66, 537-541, Dec., 1947. (25 refs. 


The author made experiments, to determine whether 
salicylate or pyribenzamine”’ would inhibit the 
Arthus reaction induced passively in rabbits, using the 
technique of Kabat (Amer. J. Med., 1947, 3, 535). 
Rabbits were injected intradermally with rabbit anti- 
chicken egg albumen serum. After 30 minutes egg al- 
bumen was injected directly into the sensitized sites. The 
reactions were read after 6 to 48 hours. One group of 
rabbits was given sodium salicylate intravenously in doses 
of 2 to 5 ml. of a 10% solution. A second group was 
given pyribenzamine in 0-5% solution in doses of 20 mg. 
intramuscularly, or 5 mg. intravenously. All the in- 
jections were given 4-hourly on the day before, the day 
of, and the day after, the experiment. A third group of 
rabbits was untreated. The type of reaction did not 
appear to be changed definitely, either by salicylates or 
by pyribenzamine. 

The author then studied the influence of these drugs 
on the bacterial allergic reaction ’’. These experiments 
had to be carried out in the actively sensitized human 
subject, as this type of sensitivity is not passively trans- 
ferable. Intradermal tests were made with haemolytic 
streptococci and with tuberculin. Salicylate and pyri- 
benzamine were administered and tests were carried out 
before treatment and after treatment. Neither of these 
drugs altered the type of reaction. 

[In spite of the negative results the experiments are 
well worth recording, as they confirm the clinical observa- 
tion that pyribenzamine is not effective in cases of 
bacterial allergy.] Kate Maunsell 


936. The Epinephrine Potentiating Effect of Sodium 
Ascorbate in Allergy 

S. L. Ruskin. Eye, Ear, Nose and Throat Monthly 
[Eye, Ear, Nose Thr. Mon.] 27, 63-69, Feb., 1948. 30 
refs. 


From observations of the contraction of bronchioles in 
viable lung sections of rabbit when histamine was 
applied, their recovery and slight dilatation with vitamin 
C, and their marked dilatation with epinephrine (adrena- 
line) it was inferred that the action of vitamin C was 
rather to potentiate adrenaline already present in the 
tissues than to neutralize histamine. Potentiation of 
body reserves of adrenaline was therefore aimed at, and 
the hypothesis that an imbalance of the triad—cortical 
hormone, sodium, vitamin C—may precipitate nasal 
allergy and asthma was investigated. Various workers 


had shown that the susceptibility of experimental animals 
to histamine shock increased with adrenalectomy and 
could then be reduced by transplanting cortical tissue 
and giving cortin, but only slightly by giving adrenaline. 
An 84% improvement had already been noted in 50 
asthmatic children given whole adrenal gland, high salt 
intake, and a diet rich in vitamins and minerals. A fall 
in sodium concentration in the blood is associated with a 
significant rise in the potassium concentration, and it is 
suggested that such an electrolyte disturbance decreases 
the resistance to histamine poisoning. 

Vitamin C, 1-5 to 2 g. daily, gave striking relief from 
allergic manifestations in many cases, but not in a group 
of persons with lowered resistance to infection. Gastric 
irritation often accompanied the high dosage. Sodium 
ascorbate was found to be more effective than ascorbic 
acid. Seasonal hay-fever and intractable asthma were 
relieved in some cases and there was freedom from gastric 
irritation. Increased diuresis was the rule. Ascorbic 
acid in alkaline solution proved unstable, decomposing 
into oxalic acid, but a very stable compound was 
eventually obtained by the interaction of sodium methy- 
late and ascorbic acid in methyl alcohol. Case notes on 
13 patients treated with sodium ascorbate are tabulated. 

E. M. Fraenkel 


937. Aleudrine and Anthisan in Bronchial Spasm 
H. HERXHEIMER. Lancet [Lancet] 1, 667-671, May 1, 
1948. 12 refs. 


The clinical effect of “ aleudrine ”’ (isopropyladrenaline) 
and of “‘ anthisan ”’ (pyranisamine maleate) in asthma was 
investigated by measuring the changes in the vital capacity 
produced by these drugs. Aleudrine was prescribed in 
tablets containing 0-02 g., perlingually, or as a spray in 
1% solution. Effects were seen within 4 to 10 minutes of 
perlingual administration and immediately after the 
spray. In 29 of 31 patients with asthmatic wheezing the 
vital capacity was increased. As would be expected, the 
effect was more marked when the vital capacity was 
considerably below the normal level. It was found that 
0-4 g. of aleudrine was roughly equivalent to 20 minims 
(1-3 ml.) of adrenaline. Palpitations, the only reaction 
observed, were less frequent than with adrenaline. Some 
tolerance to the drug was apparently shown in 2 out of 5 
cases tested for this effect. The author states that “ as 
with adrenaline the full dose must be given all at once— 
it is useless to take one tablet of aleudrine after another ”’. 
[This may be true of aleudrine, but it is not true of adrena- 
line, which is often successfully administered by the 
minim-a-minute method.] 

Anthisan, one of the most potent antihistamine drugs, 
was administered by mouth in doses of 0-3 to 0-5 g., and 
also by inhalation. The latter method is unsatisfactory 
in many patients because inhalation of the drug causes 
coughing. The effect of anthisan by mouth starts after 
an hour, by inhalation at once. Drowsiness, nausea, and 
diarrhoea may occur as secondary effects. In 13 patients 
tested with anthisan a definite increase in vital capacity 
was observed, but this was less than with aleudrine. 
Anthisan given at bedtime to 30 patients who suffered 
from nocturnal wheezing enabled 26-of these to sleep 
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through the night; before taking anthisan they used to 
wake with slight attacks requiring inhalations. The 
optimal dosage by mouth varied from 0-05 to 0-7 g. 
Some tolerance to the drug appeared to develop in some 
patients. It is pointed out that some patients may report 
improvement which cannot be verified by spirographic 
tracings, and that this objective method of assessing 
improvement is therefore valuable. 

[Aleudrine appears to be an effective substitute for 
adrenaline, and has the advantage that it can be taken 
perlingually. Anthisan, with its more delayed effect, 
provides an additional weapon in the symptomatic 
treatment of asthma.] R. S. Bruce Pearson 


938. Classification of the Histologic Reactions in 
Allergic Diseases 

M. G. Bounrop. American Journal of Medicine [Amer. 
J. Med.) 3, 511-522, Nov., 1947. 8 figs., 51 refs. 


The author has made a valiant attempt to classify the 
histological appearances of an allergic reaction. Ana- 
tomically, there are three main varieties: (1) necrotizing, 
which may be either organ-selective or cell-selective; 
(2) anaphylactoid; (3) granulomatous, which may be 
either tuberculoid or rheumatoid. The author illustrates 
his classification by tables and photomicrographs, 
pointing out that the clinical and immunological aspects 
of the diseases must be taken into account as well as the 
histological appearances of the lesion. [The original 
paper should be consulted. ] R. B. T. Baldwin 


939. On the Histaminolytic Activity of Skin Extracts. 
[In English] 

T. GRANROTH and A. Nimzén. Acta Physiologica 
Scandinavica [Acta physiol. scand.] 15, 188-192, April 20, 
1948. 15 refs. 


In the study recorded the present writers have demon- 
strated a histaminolytic action of extracts prepared 
from the skins of guinea-pigs, rabbits, cats, and human 
subjects.—[Authors’ summary.] 


940. Clinical and Experimental Studies on the Patho- 
genesis of Allergic Phenomena. (Klinische und experi- 
mentelle Studien zur Pathogenese allergischer Vorgiange) 
R. Scuupput. Dermatologica [Dermatologica, Basel] 96, 
73-150, 1948. 49 figs., bibliography. 


METABOLIC DISORDERS 


941. An Outbreak of Pellagra Syndrome in a Rural 
Area of Bengal 

R. N. CHaupHurt and H. CHAKRAVARTI. Indian 
Medical Gazette [Indian med. Gaz.] 82, 657-660, Nov., 
1947. 


The authors give some account of a small outbreak of 
pellagra, in a village about 70 miles from Calcutta, 
which began at the end of December and lasted till the 
end of the following March. Twenty-two cases were 
noted in nine families of Hindus in one section of the 
village living on home-grown par-boiled husked rice 


GENERAL 


supplemented by vegetables and dal and very little milk, 
but no fish, eggs, fruit, or meat. The diet was the same 
as that eaten by other groups in the village who did not 
develop pellagra. Some cases had occurred in previous 
years. It was noted that the rice from affected families 
contained many grains which were black, while that from 
unaffected families did not. The authors were told that 
“* owing to a scarcity of water in certain fields many of the 
paddy grains were dead and turned black during prepara- 
tion ”’. 

[Some haematological investigations were carried out, 
but nothing was done to find out the cause of the pellagra: 
the rice grains were apparently not even examined.] 

H. S. Stannus 


See also Section Paediatrics, Abstracts 920, 929. 


942. Studies on Phloridzin Diabetes. (Estudios sobre 
la diabetes floridzica) 
C. Jiménez Diaz and J. L. RopriGuez-MINON. Revista 
Clinica Espaitola (Rev. clin. esp.] 27, 420-426, Dec. 31, 
1947. 3 figs., 14 refs. 


The authors studied the effects of phloridzin, in doses 
increasing from 10 mg. to 40 mg. daily, in 6 rats whose 
kidneys were removed 5 to 16 days after the beginning of 
the experiment. As well as the expected glycosuria the 
rats developed hyperglycaemia, with a blood sugar up to 
161 mg. per 100 ml., indicating that phloridzin produces 
diabetes as well as glycosuria. After nephrectomy there 
was an immediate fall in the blood sugar, the lowest 
value found being 59 mg. per 100 ml. The authors 
attribute this fall to loss of a glycogenic function of the 
kidneys which they claim also to have demonstrated in 
other ways. The rats survived the operation for a few 
days and the blood sugar rose again before they died of 
uraemia. L. P. R. Fourman 


943. Rutin Therapy for Increased Capillary Fragility 
and Retinopathy Associated with Diabetes Mellitus 

L. M. Levitt, M. R. Cuotst, R. S. KiNG, and M. B. 
HANDELSMAN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 215, 130-135, Feb., 1948. 48 refs. 


Capillary fragility is increased in many conditions, 
among which is diabetes mellitus. Other workers are 
quoted as having found an increased capillary fragility 
in 100% of cases of diabetes associated with hypertension 
and 54% without hypertension. Twelve diabetic patients, 


who had increased capillary fragility and retinal haemor- 


rhages, were studied. They were given rutin 20 mg. 3 
times a day for 2 months and 40 mg. 3 times a day fora 
further month. There was marked improvement in the 
capillary fragility in 3 and moderate improvement in one. 
The retinal lesions had diminished in 4 and in 2 had 
cleared up completely. Retinitis became rapidly worse 
in 1 patient; this latter change cannot be attributed to 
rutin. In 2 patients the retinal lesions improved without 
any alteration in the capillary fragility, and in 2 there was 
decreased capillary fragility without retinal improvement. 
Alan Kekwick 
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944. Intrathoracic Electrocardiography in Patients with 
Pneumothorax. I. The Sinus Wave 

F. M. GRoEDEL and P. R. BorcHARDT. Experimental 
Medicine and Surgery [Exp. Med. Surg.] 6, 66-75, Feb., 
1948. 1 fig. 


Electrograms from the parietal pericardium were 
obtained in patients with pneumothorax undergoing 
pneumonolysis. After the severing of adhesions had 
been completed, one cannula with the optical system was 
left in situ while in the other cannula the electro-cautery 
was replaced by a thin rubber catheter which contained 
a thin wire. This protruded for 1 cm. from the intra- 
thoracic end, the contact end of the electrode measuring 
about 10X3 mm. The outer end of this wire was 
connected with one pole of the galvanometer, the indif- 
ferent electrode being placed on the right arm or fore- 
head. A two-beam electrocardiograph was used, so 
that one of the limb leads could be recorded simul- 
taneously for reference. The intrathoracic electrode was 
placed under visual guidance upon the various accessible 
parts of the heart. In patients with left-sided pneumo- 
thorax these usually included most of the anterior and 
posterior walls of both ventricles, of the left auricular 
appendage, and occasionally of the left auricle; in those 
with right-sided pneumothorax the anterior and posterior 
walls of the right auricle were mostly accessible, often 
also the right ventricle anteriorly and the left auricle 
posteriorly. The shortcomings of the method and the 
reasons for the choice of the indifferent electrode are 
discussed. Of 20 patients, it was possible only in one 
with right-sided pneumothorax to place the intra- 
thoracic electrode accurately on the sulcus terminalis. 
In two tracings from this patient a very small positive 
wave was recorded which preceded the main auricular 
deflection by 0-02 second. In these records the sensi- 
tivity was 1 mV=20 mm. It is concluded that this wave 
may have been a sinus wave, this being the first attempt 
to record the human equivalent of the O wave in animals. 

A. Schott 


945. Intrathoracic Electrocardiography in Patients with 
Pneumothorax. II. The Auricular Electrogram 

P. R. BoRCHARDT and F. M. GrRoepDEL. Experimental 
Medicine and Surgery [Exp. Med. Surg.] 6, 77-90, Feb., 
1948. 2 figs. 


The technique used in these studies is described 
in Abstract 944. The auricular electrogram obtained 
from the right auricle differed, according to the portion of 
the auricle on which the exploring electrode was placed; 
near the upper margin it consisted of a single negative 
wave of about 0-08 second duration, whereas from the 
diaphragmatic portion a similar but positive deflection 


was recorded. From the intermediate zone a diphasic 
deflection was obtained, these waves being termed R and 
S respectively. In some instances a very small upright 
or inverted wave was found to precede the main upright 
deflection; since this wave starts synchronously with the 
P wave of Lead II it cannot be attributed to the activity 
of the sinus, and is considered to be analogous to the Q 
wave of ventricular electrograms. In many tracings these 
deflections were followed by a wide upright wave, 
assumed to be the auricular T wave. Of the left auricle 
usually only the appendage was accessible; from that 
portion of the heart larger upright deflections were 
recorded which sometimes ‘were diphasic (such waves 
being termed R and S respectively); auricular T waves 
were not constantly recorded from the left auricular 
appendage. The right auricular electrogram preceded 
the left one by 0-04 second. A. Schott 


946. Intrathoracic Electrocardiography in Patients with 
Pneumothorax. III. The Ventricular Electrogram 

F. M. Groepet and P. R. BorcHARDT. Experimental 
Medicine and Surgery [Exp. Med. Surg.] 6, 91-118, Feb., 
1948. 3 figs. 


For technique see Abstract 944. The typical normal 
electrograms obtained from the central portions of the 
left and right ventricle are described. The initial com- 
plex of the right electrogram consists of R and S waves, 
that of the left electrogram of Q and R waves, sometimes 
followed by an S wave. The variations encountered 
in electrograms recorded from other areas (anterior 
longitudinal sulcus, area close to the pulmonary conus, 
or left auricular appendage) are described. The T wave 
over both ventricles is upright, except for inverted T 
waves recorded from a small area situated at the craniad 
and lateral left border of the anterior and posterior sur- 
faces of the heart and the lateral portions of the right 
auricle. The R wave of the right ventricle was found to 
start earliest over its central portions, whereas over the 
left ventricle it starts everywhere practically syn- 
chronously; its start preceded that of the left R wave by 
about 0-02 second, its summit that of the left R wave by 
0-04 to 0-05 second. A. Schott 


947. Effect of Exercise on Cardiac Output and Pul- 
monary Arterial Pressure in Normal Persons and in 


Patients with Cardiovascular Disease and Pulmonary | 


Emphysema 

H. B. HickaM and W. H. CarGiLt. Journal of Clinical 
Investigation [J. clin. Invest.] 27, 10-23, Jan., 1948. 
8 figs., 5 refs. 


The changes in the circulation of 28 persons (8 normal 


subjects, 8 with congestive failure, 7 with mitral stenosis, © 


and 5 with emphysema) were studied by means of cardiac 
catheterization at rest and during exercises in a supine. 
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position in which the patients pushed with their feet 
against weighted pedals. In the controls cardiac output 
and the arterio-venous oxygen difference both increased, 
though the increase in cardiac output was the greater. 
In congestive heart failure there was little change in 
cardiac output but a large increase in arterio-venous 
’ oxygen difference. The normal pulmonary vascular bed 
can accommodate the amount of blood associated with a 
large increase in the rate of blood flow, with little or no 
increase in mean pulmonary arterial pressure. With 
left ventricular failure mean pulmonary arterial pressure, 
already elevated at rest, rises much further on exercise. 
Similar changes were noted in well-marked mitral stenosis, 
but in some patients the increase appeared larger than 
could be accounted for by a fixed obstruction at the 
mitral orifice. In advanced pulmonary emphysema the 
elevated pulmonary arterial pressures noted at rest and on 
exercise were believed to result from destruction of small 
vessels in the lung. W. T. Cooke 


948. Cardiac Dilatation in Undernourished Children. 
(Herzvergrésserungen bei untererndhrten Kindern) 

T. WEGMANN. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 78, 295-299, April 3, 
1948. 11 figs., 12 refs. 


Routine radioscopy of 1,000 European children in a 
Swiss convalescent home revealed an increase in the 
transverse diameter of the heart in a large number of 
cases. Radiographs were taken under the constant 
conditions of standard radiological technique. In 
addition to cardiac dilatation and slight tachycardia 
with a systolic murmur, the children manifested a notable 
fall in weight during the initial stay in the home as well as 
enuresis. These findings point to the presence of a “ pre- 
oedema ”’, the presence of tender calves and exaggerated 
tendon reflexes to a subclinical polyneuritis; it would 
thus appear that the children were suffering from beriberi. 
In fact, aneurin was absent or present in only small 
amounts in the urine; the content, however, rose quickly 
on a generous and varied diet. Twenty cases improved 
rapidly on treatment with “‘ benerva’’, a synthetic 
aneurin preparation. It is pointed out that the cardiac 
condition did not give rise to symptoms. 

Harold Jarvis 


949. Renal Plasma Flow and Sodium Reabsorption 
and Excretion in Congestive Heart Failure 

R. Moxororr, G. Ross, and L. Lerrer. Journal of 
Clinical Investigation [J. clin. Invest.] 27, 1-9, Jan., 1948. 
3 figs., 27 refs. 


Renal plasma flow (R.P.F.) and glomerular filtration 
rate (G.F.R.) were determined in the post-absorptive 
state in 16 patients with congestive failure and 14 
apparently healthy controls. In the former the mean 
R.P.F. was 191-5+54-4 ml. and the mean G.F.R. 
66°8+13-2 ml. per minute, compared with an R.P.F. of 
627+86-6 ml. and a G.F.R. of 103+ 12-8 ml. per minute 
in controls. The mean filtration rate in the former was 
37-8+9-9 ml. per minute and in the controls 16-6+2 ml. 
per minute. Great variation in the absolute amounts of 
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sodium filtered, reabsorbed, and excreted per minute was 
found in both groups of subjects. The amount excreted, 
however, was influenced by the subject’s previous sodium 
intake. If, however, the amounts reabsorbed are related 
to a constant glomerular filtration rate, a relatively 
constant amount is reabsorbed, approximately 13-3 mM, 
(millimols) per 100 ml. glomerular filtrate. Filtration 
rate was increased in normal subjects, by infusing hyper. 
tonic sodium chloride, from 100 to 219 ml. per minute, 
and in patients with congestive failure by a single injec. 
tion of ‘ aminophylline ” from 62 to 91 ml. per minute, 
Results showed that functional increases in filtration rate 
were attended by proportional increases in reabsorption, 
Thus the amount reabsorbed per 100 ml. filtrate remained 
constant and a linear relation between filtration rate and 
reabsorption capacity was demonstrated. The authors 
therefore concluded that the ability of the kidneys to deal 
with sodium was normal in congestive cardiac failure 
and that the decreased amounts excreted were solely due 
to the decreased filtration rate. W. T. Cooke 


950. Effect of Increasing the Blood Volume and Right 
Atrial Pressure on the Circulation of Normal Subjects by 
Intravenous Infusions 

J. V. WARREN, E. S. BRANNON, H. S. WEENS, and E. A. 
STEAD. American Journal of Medicine [Amer. J. Med. 
4, 193-200, Feb., 1948. 13 refs. 


A series of normal young subjects was given intra- 
venous infusions of normal saline or 5% human serum 
albumin in normal saline. The amounts ranged from 
750 to 1,825 ml. and were given at rates ranging from 32 
to 72 ml. per minute. The increase in blood volume 
consistently caused a rise in right auricular pressure, but 
cardiac output, arterial blood pressure, and pulse rate 
showed no consistent changes. Variations in auricular 
pressure of about 125 mm. water produced no demon- 
strable changes in the transverse diameter of the heart. 
It is concluded that increasing the blood volume and 
auricular pressure throws no demonstrable burden on the 
circulation of normal subjects. It is suggested: (@) 
that this may also be true of patients with cardiac failure; 
(6) that in them acute pulmonary oedema is precipitated 
by intravenous infusions because certain factors operate 
to cause a large portion of the administered fluid to 
accumulate in lungs already moderately oedematous. 

R. T. Grant 


951. Septal Anastomoses. (Les anastomoses septales) 
C. Lausry, P. Souuié, and H. Tuys. Archives des 
Maladies du Ceur et des Vaisseaux [Arch. Mal. Caur| 
41, 1-24, Jan.—Feb., 1948. 13 figs., 29 refs. 


A study of the coronary artery anastomoses in the 
interventricular septum was made in 50 hearts by injecting 
* lipiodol ”’ at low pressure (50 mm. Hg or less) into the 
coronary arteries, the septum being isolated. The 
injected specimens were examined radiographically. 
The authors conclude that: (1) in normal hearts, 
especially in those from young subjects, septal anasto- 
moses are so frequent as to be considered the rule; (2) 
anastomoses are rare in elderly subjects. R. 7. Grant 
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952. The Diagnostic Value of Electrocardiographic 
Patterns, Based on an Assay of 261 Additional Autopsied 
Cases. [In English] 

L. N. Katz, D. FELDMAN, and R. LANGENDORF. Acta 
Cardiologica [Acta cardiol., Brux.] 2, 291-317, 1947. 
1 fig., 25 refs. 


This study is a continuation of previous work on the 
same subject. It is based on a series of 261 consecutive 
cases in which electrocardiograms (including chest leads) 
were made within 2 months of necropsy. The authors 
conclude that in general the electrocardiogram is a good 
index of whether or not the heart is structurally normal. 
An abnormal electrocardiogram is excellent evidence that 
the heart is abnormal. On the other hand, a normal 
electrocardiogram is occasionally found with an abnor- 
malheart. In 41 cases of the series a discrepancy existed 
between the electrocardiographic diagnosis and the 
necropsy findings; these cases are discussed and 
separately tabulated. R. T. Grant 


pects 
A. A. LuIsADA, F. G. FLEISCHNER, and M. B. RAPPAPORT. 
American Heart Journal [Amer. Heart J.] 35, 336-347, 
Feb., 1948. 4 figs., 23 refs. 


The technical aspects of this method of recording the 
pulsations of the heart and great vessels and the results 
obtained in 20 normal subjects are discussed. Phono- 
cardiograms were taken simultaneously to show the time 
relation of the curves. H. E. Holling 


954. The Determination of the Prognosis of Pregnancy 
in Rheumatic Heart Disease 

J.J. Bunim and J. Rusricius. American Heart Journal 
[Amer. Heart J.] 35, 282-297, Feb., 1948. 1 fig., 58 refs. 


Observations were made on 142 pregnant women with 
theumatic heart disease through pregnancy and the 
puerperium; the literature on the subject was studied. 
It is concluded that pregnancy itself has little effect on the 
prognosis in rheumatic heart disease. H. E. Holling 


See also Section Pathology, Abstract 880. 


955. Correlation Between the Effect of Quinidine 
Sulfate on the Heart and Its Concentration in the Blood 
Plasma 

R. WécriA and M. N. Boye. American Journal of 
Medicine [Amer. J. Med.] 4, 373-382, March, 1948. 
5 figs., 4 refs. 


It was found that after administration of a single oral 
dose of quinidine to patients with auricular fibrillation 
the effect on the circus rate of the auricle was roughly 
parallel to the quinidine concentration in plasma but no 
Strict quantitative relation existed. For example, 2 hours 
after oral administration of 0-8 g. of quinidine sulphate 
the circus rate fell from 402 to 285 per minute and the 
plasma concentration of quinidine was 2-6 mg. per litre, 
whereas 10 hours after the administration of quinidine 
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the circus rate was practically the same, 292 per minute, 
but the plasma concentration was only 1-3 mg. per litre. 
From a further series of experiments on dogs it is con- 
cluded that such quantitative discrepancies are due to the 
fact that the effect on the heart is not proportional to the 
concentration of drug in either the plasma or the myo- 
cardium. Indeed, an excessive increase in the con- 
centration in heart tissue leads to a decrease in cardiac 
effect. T. Semple 


956. The Occurrence of Paroxysmal Cardiac Arrhyth- 
mia Following Air Embolism. (Accés d’arythmie com- 
pléte transitoires aprés embolie gazeuse massive) 

C. Gosin. Archives des Maladies du Caur et des 
Vaisseaux [Arch. Mal. Caur] 40, 482-484, Nov.—Dec., 
1947. 1 fig. 


The case is reported of a blood donor of Casablanca 
who was not alcoholic, syphilitic, or hyperthyroid, but 
who was a heavy smoker. An inexperienced young 
student was entrusted with the operation of transfusing 


his blood directly into the veins of a patient with septic- 


aemia. Unfortunately the student thrust the recipient’s 
needle into the veins of the donor though fortunately he 
failed to enter the veins of the septicaemic patient with the 
other needle. The subsequent attempts to carry out the 
transfusion caused the injection of about 200 ml. of air 
into the veins of the donor but no blood. The donor, 
whose arm veins became inflated, was alarmed and 
eventually brought the operation to an abrupt end by 
pulling out the needle and releasing the tourniquet. His 
veins deflated but he was seized with a tickling sensation 
in the throat, with cough and violent dyspnoea. He lost 
consciousness for 4 to 5 minutes and did not recover his 
health for some days. For 5 months after this accident 
he was subject to attacks of paroxysmal tachycardia or 
palpitation lasting from a few seconds to a few minutes. 
The radiograph of his chest revealed a slight left ventri- 
cular hypertrophy. Eventually he had an attack of 
arrhythmia lasting for days and an electrocardiogram 
showed an auricular fibrillation with a left axis deviation 
(the patient was not hypertensive). He had no subse- 
quent attacks and later acted again as a blood donor. 
The author considers this to be an instance of an 
autonomic excitation initiated by the presence of air in 
the pulmonary vessels. H. E. Holling 


957. 
Infant 
J. B. RicHmMonp, H. R. Moore, and I. R. CALLEN. 
Pediatrics [Pediatrics] 1, 635-642, May, 1948. 5 figs., 
24 refs. 


The Wolff—Parkinson—White Syndrome in an 


958. Coexisting Auricular Fibrillation and Complete 
Heart Block 
E. A. Haunz and H. L. Smit. American Journal of 
Medicine [Amer. J. Med.] 4, 237-242, Feb., 1948. 7 
figs., 2 refs. 


A series of 10 cases of auricular fibrillation and 
complete heart block, all in patients with advanced cardio- 
vascular disease, was studied. The authors’ two main 
points are that: (1) the presence of this combination, in 
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the absence of a digitalis effect, implies a serious prog- 
nosis; (2) it is important to distinguish heart block due 
to intrinsic cardiac disease from that due to digitalis. 
In cases in which symptoms of digitalis intoxication are 
slight or absent the distinction can be made by observing 
serial electrocardiograms. R. T. Grant 


959. Experimental Stenosis of the Pulmonary Artery. 
(Estenosis experimental de la arteria pulmonar) 

V. J. A. Acperti, O. C. Croxatro, and A. LANARI. 
Medicina |Medicina, B. Aires] 7, 497-512, Dec., 1947. 
13 figs., 14 refs. 


Experiments on dogs are described in which stenosis of 
the pulmonary artery was produced (the diameter being 
reduced by at least 50°) in order to determine the effect 
upon the pressure in the pulmonary artery, the effect 
upon the right ventricle, and the local effect on the wall 
of the pulmonary artery itself. The mean pressure 
before constriction was found to be 30 mm. Hg (20-18 to 
43-02), and immediately afterwards 42 mm. Hg (21 to 
70-38); at further operations at various intervals after the 
initial operation the mean pressure was 46-05 mm. Hg 
(26-86 to 75-3). All pressures were determined by 
means of a Hamilton manometer with a needle inserted 
into the lumen of the artery. By comparing the weights 
of the right and left ventricles and the mean diameter of 
the muscle fibres after operation with the figures in a 
control series of 20 dogs, a relation was found between 
these and the time of survival and degree of hypertension 
produced. The ratio of the weights of right and left 
ventricles increased from the normal 0-43 to ratios 
varying from 0-44 one day after operation to 0-82 116 
days later. In the artery walls themselves an increase of 
elastic tissue was noted, but the remaining findings— 
oedema, fibrosis, and necrosis of the media—were 
considered to result from interference with the nutrition 
of the artery wall by the ligature itself. W. 7. Cooke 


960. The Electrocardiogram in Mitral Stenosis with 
Special Regard to its Development. A Study of 100 
Cases. [In English] 

H. RASMUSSEN and G. NyHus. Acta Medica Scandi- 
navica [Acta med. scand.] 129, 446-471, Jan. 27, 1948. 
17 figs., 7 refs. 


The authors state that their object in this study was to 
seek electrocardiographic peculiarities, other than those 
usually described, which might be of value in diagnosis. 
One of the authors believed that he had observed, in a 
previous study of the electrocardiogram in diseases of the 
left side of the heart, progressive changes leading to a 
left bundle-branch block. It was therefore possible that 
similar changes might be found in disease affecting 
chiefly the right side of the heart. The authors pay little 
regard to mitral insufficiency, but state that in any case 
only 5 of their 100 patients had a dominating apical 
systolic (and no diastolic) murmur. Every care was 
taken in the series to exclude cases of aortic or tricuspid 

disease. 

There were 32 men and 68 women in the series, 11 of 
the former and 19 of the latter being over the age of 50. 
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In 68 cases there was a history of rheumatism, chorea, op 
scarlatina. Auricular fibrillation was permanent in 5) 
and paroxysmal in 8 cases, while one patient had par. 
oxysmal flutter and 58 patients had congestive failure, 
Thus only 48 cases were available for observations on the 
P waves. Normal P waves were present in 27 
possibly pathological P waves in 8, and definitely patho. 
logical P waves in 13 cases. P waves were of increased 
height in 3, of increased duration in 7, and split o; 
double in 10 cases, these abnormalities with a solitary 
exception occurring in Lead I and/or Lead II, mog 
frequently in Lead II. The authors considered a P waye 
to be abnormal when its height exceeded 0-2 mV in 
Lead I and 0-25 mV in Lead II, and its duration 0-13 
second. Slight notching of P was regarded as normal, 
Great splitting and duplication of P were observed ip 
10 patients, particularly in Lead II, and were also manifes 
in the apical precordial lead, the second P coming close 
up to the QRS. The so-called * mitral P ”’ high, broad, 
and split, was not found. Auriculo-ventricular conduc. 
tion was normal in 44 cases and slightly retarded (0-22 to 
0-23 second) in 3, while the remaining patient had a 
temporary 2 : | block (attributed to digitalis) followed by 
normal conduction. The electrical axis of the QRS was 
calculated by Einthoven’s triangle. Examples are given 
of curves which suggest that caution is needed in accepting 
all the findings. 

In 9 patients there was left axis deviation; 3 had hyper. 
tension and 2 had hearts of normal size. Right axis 
deviation was found in 20 cases, simple in 9, in 11 with 
right retardation curves (depressed ST3, negative T,, 
elevated ST,, good positive T,) and marked right axis 
deviation of QRS. Jn 6 of these cases retardation went 
further, the QRS duration being 0-12 second or more and 
in 4 there was a typical right bundle-branch _ block. 
Right axis deviation, right retardation (Type I), and 
right bundle-branch block (Type II retardation) thus 
occurred in 26% of the material, 24 times as often as left 
axis deviation. 

Other peculiarities were found in the QRS, particularly 
in Lead I. In 35 cases R, was 0:3 mV or less. Other 
abnormalities in R, were a big notch on the ascending or 
descending limb, a small extra R, and in 29 patients a 
mainly monophasic QRS consisting of a straddling R 
with slurred limbs. T, on the other hand was often well- 
developed. Peculiarities of QRS, were encountered in 
43 patients altogether, and are regarded as characteristic 
although not specific. Inacontrol series of 1,000 electro- 
cardiograms (rheumatic heart disease excluded) thes 
peculiarities were much less common. 

A number of the patients have been under observation 
for periods extending up to 16 years. In them the 
appearance of these abnormalities has been studied. In 
some they have been static up to death from congestive 
failure, the straddling monophasic R persisting and no 
deep S, developing. In others right axis deviation, te 
tardation, and finally right bundle-branch block have 
developed as time went on. 

Thirteen hearts were regarded as being normal in siz 
(but not in shape) and 15 as greatly enlarged. In the 
first group 12 of the patients had sinus rhythm, if 
the second group all but-2 had auricular fibrillation. 
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In the first group only one case had pathological P waves, 
but such were present in both cases of the second group 
with normal rhythm. Abnormalities of the ventricular 
complexes were more common in the second group, which 
included 5 examples of right bundle-branch block. The 
low straddling R, was found even in extreme cardiac 
enlargement. Eleven of the 15 greatly enlarged hearts 
had right axis deviation. 

The authors consider that serial studies of the electro- 
cardiograms and of the size of the heart show that the 
electrocardiographic changes and increase in the size of 
the heart appear simultaneously during the progress of 
the disease. Retardation of the impulse to the right 
ventricle is held to be decisive for the electrocardiographic 
development. The retardation may cease in the stage 
with low R, or may progress until a maximal right 
ventricular retardation curve appears, ending with right 
bundle-branch block. The latter occurs in the same 
proportion of cases as does left bundle-branch block in 
left heart disease. Donald Hall 


961. Therapy Directed at the Somatic Component of 
Cardiac Pain e 

§. H. RINZLER and J. TRAVELL. American Heart Journal 
[Amer. Heart J.] 35, 248-268, Feb., 1948. 9 figs., 18 
refs. 


Observations were made on 31 patients with the 
symptoms of angina pectoris who presented “ trigger 
areas’’ in the muscles of the precordium. When the 
trigger areas were either infiltrated with procaine (0-25 to 
0:5%) or sprayed with ethyl chloride relief of pain lasting 
for days was, experienced by those patients whose 
angina had followed a coronary thrombosis, but not by 
those without such a history. H. E. Holling 


962. Combined Heparin—Dicumarol Therapy of Myo- 
cardial Infarction: A Clinical and Pathologic Study 
H. I. Giueck, V. Strauss, J. S. PEARSON, and J. 
McGuire. American Heart Journal [Amer. Heart J.] 
35, 269-281, Feb., 1948. 17 refs. 


Combined heparin—dicoumarol therapy was given to 
every other patient in a series of 50 admitted to hospital 
with acute myocardial infarctions, the alternate cases 
serving as a control group. The other treatment was the 
same in the two groups. The conclusion drawn from this 
admittedly inadequate series is that the anticoagulant 
therapy was free from danger if carefully controlled. 
There were 8 deaths in the control group and 3 in the 
treated group; emboli occurred in 6 of the 25 controls 
and in only one of the treated cases. 

The prothrombin and clotting times were determined 
and 200 mg. of dicoumarol was then given, unless the 
clotting time was prolonged or the patient was very ill; 
300 mg. of heparin was added to 1 litre of 5% glucose, and 
this was given intravenously at first at a rate of 20 drops 
per minute. The clotting time was determined every 4 
hours “except between midnight and 8 a.m.” and the 
heparin drip adjusted accordingly; usually 20 to 25 
drops per minute were required. The prothrombin time 
was determined daily until after the dicoumarol was 
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stopped on the twenty-first day. The method of Quick, 
with fresh blood and a control plasma for each determina- 
tion, was used. The heparin was discontinued when the 
prothrombin fell to 20 or 30% of normal concentration; 
this usually happened within 24 to 36 hours, by which 
time 300 to 400 mg. of heparin had usually been given. 
Subsequently the dose of dicoumarol was adjusted 
according to the prothrombin concentration—if the 
prothrombin concentration was above 30% of normal 
100 to 200 mg. was given; if below 20% of normal, none 
was given. The dosage of dicoumarol required varied 
from 800 to 2,200 mg. H. E. Holling 


963. Electrocardiographic Patterns of Ventricular 
Aneurysm 

E. GoLpBerGER and S. P. SCHWARTZ. American 
Journal of Medicine [Amer. J. Med.] 4, 243-247, Feb., 
1948. 5 figs., 10 refs. 


Ina series of 40 cases of myocardial infarction with and 
without ventricular aneurysm, all the cases with aneurysm 
were associated with an upward QRS complex in the 
right arm lead of the electrocardiogram. This suggests 
that absence of this feature in a case of myocardial 
infarction indicates absence of aneurysm. R. T. Grant 


964. Treatment of Angina Pectoris by Reduction of 
Basal Metabolism 

G.SCHOENEWALD. British Medical Journal [Brit. med. J.] 
1, 251-253, Feb. 7, 1948. 3 figs., 2 refs. 


The author divides cases of angina pectoris into three 
groups—obese, anaemic, and slim. Patients in the first 
two groups can be helped by weight reduction and by 
correction of anaemia respectively; those in the third 
group can be given nitroglycerin to shorten their attacks. 
Commenting on total surgical removal of the thyroid 
gland, which has not been widely practised in Britain, the 
author describes 3 patients treated ambulantly with 
methylthiouracil. All were given 600 mg. daily for 
several weeks, with improvement in each case. It is 
noted that in order to reduce thyroid activity it is neces- 
sary to give much larger doses for a longer period to 
patients with normal thyroid activity than to those with 
thyrotoxicosis. Geoffrey McComas 


965. Observations on the Treatment of Subacute Bac- 
terial Endocarditis with Penicillin and Streptomycin 

H. R. PEARSALL, R. P. PrLLow, and J. E. Woop. Ameri- 
can Practitioner [Amer. Practit., Phila.] 2, 497-506, April, 
1948. 23 refs. 
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966. Treatment of Hypertensive Vascular Disease with 
Rice Diet 

W. KeEMPNER. American Journal of Medicine [Amer. J 
Med.] 4, 545-577, April, 1948. 30 figs., 30 refs. 


For the past 4 years the author has advocated a rice- 
fruit-sugar diet in hypertensive vascular disease and all 
forms of nephritis. This diet contains, in 2,000 Calories, 
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not more than 5 g. of fat, 20 g. of protein, 200 mg. of 
chloride, and 150 mg. of sodium. All fruits and fruit 
juices are allowed, sugar and dextrose are unrestricted, 
and supplementary vitamins are given. The effects of 
this diet on the blood and urine chemistry, blood pressure, 
heart size and electrocardiogram, oedema, and retinal 
arteriopathies in several hundred patients are recorded 
and illustrated by typical examples. [It is extremely 
doubtful if the inferences which the author draws from his 
data would stand up to strict statistical scrutiny. In 
view of the normal range of fluctuation of, say, diastolic 
pressure, even in the hyperpietic, such statements as “* of 
406 patients whose initial diastolic pressure was 100 mm. 
Hg or more, 388 . . . had a decrease of 1 to 62 mm., 
average 18 mm. whereas only 18 patients . . . had an 
increase of 1 to 22, average 7 mm.”’ can have no scientific 
value.] Henry Cohen 


967. Activation of Hypertensin and Tyrosine by Sub- 
threshold Amounts of Epinephn ine 

E. Myton and J. H. HELLER. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 67, 62-67, Jan., 1948. 4 figs., 
6 refs. 


In a series of perfusion experiments on rabbits’ ears it 
was found that hypertensin had no effect except when 
supplemented with traces of epinephrine (adrenaline) or 
fresh plasma. None of 20 different amino-acids tried had 
any effect on the vessels of the ear, but tyrosine, which 
caused a strong and sustained vasoconstriction when 
traces of adrenaline were present, was an exception. 
The introduction of iodine into the tyrosine molecule 
abolished its constrictor action entirely. The conclusion 
is that the vessels of a rabbit’s ear constrict when traces of 
adrenaline and of tyrosine-containing compounds are 
present. H. E. Holling 


968. Method for Detecting Small Quantities of Renin. 
(Método para el reconocimiento de pequenas cantidades 
de renina) 


J. C. Fascioco and A. C. Taquini. Revista de la . 


Sociedad Argentina de Biologia [Rev. Soc. argent. Biol.] 
23, 138-145, Dec., 1947. 1 fig., 4 refs. 


The plasma is freed from hypertensinase (Leloir et a/., 
Rev. Soc. argent. Biol., 1940, 16, 635) and an excess of 
hypertensinogen (from the plasma of a nephrectomized 
dog) is added. The hypertensin formed after 3 hours’ 
incubation at 37° C. is estimated by its vasoconstrictor 
action on a perfused preparation (Lawen-Trendelenburg) 
of the hind quarters of a toad (Bufo arenarum Hensel). 
Vasoconstriction is measured by changes in the rate of 
flow (drops per minute) under a constant perfusion 
pressure of 15 to 20 cm. of water. When the preparation 
is used more than’2 hours after the start of perfusion with 
Hiilse’s fluid, 0-005 unit of hypertensin produces a vaso- 
constriction of 40 to 60%. The method is sensitive to 
0-001 unit of renin per ml., and reveals the presence of 
renin in the plasma of most normal dogs. The method 
is thought to be specific, because no vasoconstriction 
occurs in the presence of hypertensinase, because the 
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vasoconstrictor substance has some of the properties of 
hypertensin and is not antagonized by F933, a substance 
which inhibits adrenaline activity, and because the vaso. 
constrictor action of normal dog plasma disappears after 
nephrectomy. L. P. R. Fourman 


969. Presence of Renin in the Circulating Blood of 
Normal and Hypertensive Rats. (Presencia de renina en 
la sangre circulanie de ratas normales e hipertensas) 
E. BRAUN MENENDEZ, M. R. CoviAn, and C. E. Rapgza. 
Revista de la Sociedad Argentina de Biologia [Rev. Soe. 
argent. Biol.] 23, 131-137, Dec., 1947. 2 refs. 


The authors used a method for detecting small 
quantities of renin (Abstract 968) in order to compare 
renin levels in the blood of normal rats (13), bilaterally 
nephrectomized rats (13), unilaterally nephrectomized 
rats (3), and rats with experimental unilateral peri- 
nephritis (12). Of these 10 were hypertensive. Except 
in the bilaterally nephrectomized rats there were no 
significant differences between these groups, and small 
amounts of renin were found in all. In the bilaterally 
nephrectomized rats renin disappeared rapidly from the 
circulation from one hour after the operation. Chronic 
hypertension in rats with unilateral perinephritis is not 
due to an increase in circulating renin. 

L. P. R. Fourman 


970. Renal Resistance in Essential’? Hypertension, 
Relation to the Effect of Sympathectomy on Blood Pressure 
M. LAaNDowne and A. S. ALvING. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 67, 115-118, Jan., 1948. 2 figs., 
8 refs. 


Blood pressure and renal dynamics were studied in 13 
hypertensive patients who were subjected to extensive 
sympathectomy. Analysis of the data suggests that the 
pre-operative “renal resistance’? may indicate with 
reasonable accuracy whether a significant reduction in 
blood pressure will follow the operative procedure. It 
is pointed out that additional data are required before this 
can be accepted as a reliable pre-operative test. Renal 


resistance is expressed as: blood pressure x 100, blood 
renal blood flow 


pressure being the arithmetic mean of systolic and dias- 
tolic brachial arterial pressures; the “ diodrast” or 
p-aminohippurate clearance of blood in ml. per minute 
per 1-73 sq. metres of body surface is considered to 
represent the renal blood flow. H. E. Holling 


971. The Arterioles of the Skin in Essential Hyper- 
tension 

E. M. Farsper, E. A. Hines, H. A. MONTGOMERY, and 
W. McK. Craic. Journal of Investigative Dermatology 
[J. invest. Derm.] 9, 285-298, Dec., 1947. 7 figs., 27 refs. 


The authors review earlier studies on the arterioles of 
patients with hypertension, and present a comparable 
study of the arterioles of the skin. The wall to lumen 
ratio is lower in the hypertensive group, with a mean of 
1:57 (70 cases), against 2-14 in the 52 control cases; 
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there is, however, considerable overlapping. Moritz and 
Oldt (Amer. J. Path., 1937, 13, 679) have already shown 
that the thickening of the wall and narrowing of the 
jumen which commonly indicate a state of hypertension 
may be completely absent in cases with hypertension 
of long-standing. Conversely they find (in agreement 
again with Moritz and Oldt) that arteriolosclerosis may 
exist in the absence of hypertension and without any 
obvious correlation with age. A. C. Lendrum 


972. Variations in the Blood Pressure Response to 
Repeated Administration of Tetraethyl Ammonium 
Chloride 

J. E. Levinson, M. F. Retser, and E. B. Ferris. Journal 
of Clinical Investigation [J. clin. Invest.] 27, 154-155, 
' Jan., 1948. 3 figs., 5 refs. 


Four ml. (400 mg.) of tetraethylammonium chloride 
was administered intravenously to 2 patients with malig- 
nant hypertension and 4 with benign hypertension. Blood 
pressures were taken at 30-second intervals for 5 minutes 
and at 1-minute intervals for a further 5. The mean 
pressure reading before injection was taken as the base 
line, and the lowest reading after injection as the end- 
point. This procedure was repeated at intervals of 24 
hours for 7 to 15 days. ~Considerable variation in the 
base line and in the magnitude of the depressor response 
was noted but there was no evidence of increasing 
tolerance to the depressor effect of the drug. 

W. T. Cooke 


973. Hypertensive Vascular Disease: Duration of Life 
in a Selected Series 

D. W. BLoop and G. A. PERERA. American Journal of 
gg [Amer. J. Med.] 4, 83-88, Jan., 1948. 1 fig., 
4 refs. 


In order to assess the prognosis in cases of “* benign ” 
hypertension 50 patients were studied who, when first 
seen, had no significant symptoms but consistently had 
blood pressures of over 140/90 mm. Hg. Their ages 
varied from 22 to 57, the average being 42, and 41 were 
females and 9 males. The average length of observation 
was 17 years and varied from 10} to 277s years. Sixteen 
patients died, the majority as a result of cardiovascular 
complications or cerebral vascular accidents; 24 were 
free from significant symptoms when last seen. It was 
not possible to correlate prognosis with initial height of 
blood pressure, symptoms of headache or palpitation, 
the presence of cardiac enlargement, albuminuria, minor 
electrocardiographic changes, or retinal arterio-venous 
compression. Symptoms of cardiac failure appeared late 
in the course of the disease; 8 of the 22 patients develop- 
ing such symptoms died after an average of 84 years from 
the first symptom. On the other hand, only one of the 
9 patients developing cardiac pain survived, the average 
duration of life from the onset of pain being 5 years. 

C. Bruce Perry 


974. The Pathogenesis of Diastolic H 
P. HEINBECKER. Surgery [Surgery] 23, 618-638, April, 
1948. 6 figs., bibliography. 
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975. Effect of Thiocyanate on Basal Blood Pressure 
K.S. Atstap. British Medical Journal [Brit. med. J.) 1, 
250-251, Feb. 7, 1948. 1 fig., 10 refs. 


After a brief review of the literature in which opinion 
is almost unanimous in declaring that thiocyanates have 
no more value as hypotensive drugs than have a number 
of placebos, the author describes a single case in which the 
contrary obtained. He defines “ casual ’’ blood pressure 
as that recorded under ordinary clinical conditions of 
examination after a few minutes’ rest in the recumbent 
position. ‘* Basal ”’ blood pressure is recorded after the 
patient has had a peaceful sleep under the influence of a 
mild sedative and has become accustomed to his sur- 
roundings. ‘‘ Supplemental’ blood pressure is the 
difference between the casual and the basal pressures. 

The case reported in detail is one of a series of 20 cases. 
The patient was a man, aged 74, who had a casual blood 
pressure of 190/110 and a basal blood pressure of 128/84 
mm. Hg; he was admitted in a state of hypertensive 
encephalopathy. Renal function tests were normal. 
Treatment with potassium thiocyanate was continued for 
17 weeks, at the end of which period the casual blood 
pressure had fallen from 190/110 to 125/84 mm. Hg and 
the basal from 128/84 to 88/52 mm. Hg. Withdrawal 
of the drug was followed by a rise in both casual and 
basal pressures. 

[No conclusions can be drawn from the findings in an 
isolated case; the publication of the entire series will be 
awaited with interest.] Geoffrey McComas 


976. The Effect of Tetra-ethyl-ammonium Chloride on 
Blood Pressure Before and After Sympathectomy for 
Hypertension 

H. S. Brown, E. V. ALLEN, and W. McK. Craic. Pro- 
ceedings of the Staff Meetings of the Mayo Clinic (Proc. 
Mayo Clin.] 23, 94-99, Feb. 18, 1948. 13 refs. 


Tetraethylammonium chloride blocks the transmission 
of impulseg from preganglionic to postganglionic fibre of 
the autonomic nervous system. The effect is transient 
and includes a fall in blood pressure of hypertensive 
patients in the recumbent position, orthostatic hypo- 
tension, tachycardia, mydriasis, and increase in the skin 
temperature of the toes. In the present observations the 
drug has been found to reduce greatly the blood pressure 
of recumbent hypertensive patients who have undergone 
sympathectomy by the Smithwick operation. Compared 
with the pre-operative action of the drug, 25 to 30% of 
the dose has post-operatively two or three times the 
effect. Observations on 6 subjects are recorded. The 
significance of the effect is considered. The authors 
discard the possibility that it may be due to the drug’s 
acting in more concentrated manner on the relatively few 
remaining effective ganglia. They suggest that the fact 
that the residual post-sympathectomy hypertension can 
be reduced to normal indicates that organic changes in the 
arterioles are not an important factor in the persistent 
hypertension. C. L. Cope 


See also Section Pathology, Abstracts 881-2. 
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BLOOD VESSELS 


977. Circulatory Dynamics and Vegetative Tonus in 
Patients with Arterio-venous Fistulae. (Kreislauf- 
dynamik und Vegetativer Tonus des Menschen bei 
Arterio-venésen Fisteln) 

O. GAvuER and F. Linper. Klinische Wochenschrift 
[Klin. Wschr.] 26, 1-8, Jan. 1, 1948. 6 figs., 29 refs. 


The circulatory adjustments in cases of arterio-venous 
fistulae are of interest because of the light they throw on 
the regulation of the circulation. The findings in 16 such 
cases seen and studied at Heidelberg in the first year after 
the’ war are presented and the German and American 
literature on the subject is reviewed. 

Symptoms referable to the general effect of the fistula 
on the circulation came on some time after the injury, and 
tended to be worse in older patients and when the fistula 
was in the carotid or subclavian arteries. Palpitation was 
the chief cardiac symptom. Exercise or fever intensified 
the symptoms. Occasionally a systolic cardiac murmur 
was heard, but this usually disappeared when the fistula 
was treated. In all cases temporary compression of the 
fistula caused a fall in pulse rate and a rise in mean blood 
pressure. The diastolic blood pressure was usually 
below normal, and rose considerably on compression of 
the fistula. The systolic blood pressure was hardly 
affected and might increase or decrease after operation; 
the pulse rate after operation was usually little changed 
from its pre-operative level. The causation of the 
circulatory changes on compression of the fistula is 
variously interpreted, but it is generally considered to be 
due to a depressor reflex originating in the carotid sinus 
as a result of the reduced venous return to the heart. 
The role of the vagus in the slowing of the pulse has been 
shown in animal experiments. The importance of the 
filling pressure of the right heart in initiating the reflex 
is brought into question by the observation of Fick that 
temporary compression of the inferior vena cava does not 
produce the same changes in these cases: which compres- 
sion of the fistula does. Holman has showg that the 
blood volume increases in cases of arterio-venous fistula 
but the cause for this does not appear to be the usual one 
of decreased oxygen tension in the tissues. 

The vital capacity was reduced in all cases, not always 
to below normal, but it rose after operation by 300 to 
1,200 ml. This reduction in vital capacity is taken as 
being secondary to an increased blood content of the 
lungs following the increased cardiac output. X-ray 
studies revealed an increase in size of the heart; tem- 
porary obliteration of the fistula caused little diminution 
in the cardiac silhouette, any reduction being apparently 
in the right heart alone; the left heart and aorta appeared 
to dilate. After operation the size of the heart did not 
begin to diminish for about 3 days. The increase in heart 
size may be due to dilatation of the heart chambers, 
hypertrophy of the cardiac muscle, or increase in stroke 
volume, and there is evidence to show that all three 
factors play their part. Venous pressure as measured in 
the antecubital vein was found to be increased in one case 
to 13-5 cm. of water, and was not influenced by ‘com- 
pression of the fistula. Post-operatively the fall in 
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peripheral venous pressure was found to lag behind the 
slow decrease in heart size. Symptoms suggestive of 
mild hyperthyroidism led to the estimation of the basal 
metabolic rate (B.M.R.) in 10 patients. In 5 it was 
increased by 20% or more, whereas in the other 5 it was 
within normal limits. In 2 cases the B.M.R. fell by 25 to 
30% after operation. 

It was found that when a patient with a sizable fistula 
breathes air containing a gradually diminishing con- 
centration of oxygen the cardiac output begins to increase 
at an oxygen concentration which would not affect a 
normal person. This phenomenon is not influenced by 
temporary compression of the fistula, but disappears 
after permanent obliteration of it. This finding provides 
further evidence that the return to normal circulation 
after the closure of the fistula is not immediate, though 
the nature of these remote changes is not clear. 

H. E. Holling 


978. ‘* Temporal Arteritis”. 
acute Arteritis in Later Life 
G. H. JENNINGS. British Medical Journal (Brit. med. J.] 
1, 443-447, March 6, 1948. 4 figs., 12 refs. 


Some Aspects of Sub- 


The author describes 4 cases of ‘* temporal arteritis ” 
and rightly says that the term is inadequate as a name for 
the disease, since it is a prolonged general infection 
with widespread and patchy arterial involvement. The 
disease is more common in women than in men and occurs 
mainly in people over the age of 60. The clinical picture 
is that of an infective disease, and fever, malaise, anor- 
exia, weight loss, and increased erythrocyte sedimentation 
rate are common findings. The arteries involved in the 
disease process have included the temporal, occipital, 
retinal, renal, mesenteric, cerebral, and limb vessels. 
Arteritis of the limbs gives rise to obvious signs and 
symptoms including limb pains, muscle wasting, absent 
pulsation, and intermittent claudication. Involvement 
of cerebral vessels may cause delirium, vertigo, coma, 
cerebral vomiting, and spastic weakness of a limb. The 
Wassermann reaction is uniformly negative. Histo- 
logical sections of the temporal arteries from the cases 
showed changes starting as an inflammatory reaction at 
the junction of adventitia and media, resulting in destruc- 
tion and replacement by collagen of the media and leading 
to fibrous thickening of the adventitia. Intimal hyper- 
trophy follows as a secondary phenomenon. The 
cellular reaction is lymphocytic and histiocytic; in most 
cases giant cells were present and in 2 cases an eosinophil 
response was noted. Medial necrosis was secondary to 
the inflammatory reaction; in no section was there 
proliferation of elastic tissue. 

The extreme severity and persistence of the headache is 
stressed; removal of a part of an inflamed temporal 
artery diminishes the headache in some cases, while the 
use of an aspirin—phenacetin mixture invariably gives 
symptomatic relief. The condition lasts for many 
months and the majority of patients eventually recover. 
The disease is distinguishable from polyarteritis nodosa 
and from thrombo-angiitis obliterans by this fact, by the 
nature of the vascular reaction to the infection, and by the 
age and sex distribution. Geoffrey McComas 
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979. The Occurrence and Significance of “ Motile ” 
Erythrocytes in Human Blood and Marrow in Anemic 
States | 

Pp. H. RALPH. Blood [Blood] 3, 295-301, March, 1948. 
2 figs., 9 refs. ° 


The peripheral blood of patients with various severe 
anaemic states due to pernicious anaemia, Hodgkin’s 
disease, leukosarcoma, and other diseases was studied in 
unstained warm preparations by dark-field illumination 
and with supravital stains. In such cases some erythro- 
cytes exhibited surface movements and even amoeboid 
movements; these “‘ motile’ cells were shown by the 
supravital stains to contain mitochondria and granules 
staining with neutral red. Sternal marrow and marrow 
fluid were also studied by the same techniques in these 
cases. The author states that all such specimens of 
marrow contained ‘“‘ megaloblasts”’; in this term he 
includes not only the classical megaloblasts of pernicious 
anaemia but also the somewhat morphologically similar 
giant erythroblasts that occur in a variety of anaemias 
with no relation to the pernicious group. He describes 
and illustrates the budding off from the cytoplasm of 
“ megaloblasts ’ of portions of cytoplasm which even- 
tually are completely detached and become poikilocytic 
erythrocytes. Such erythrocytes take with them some 
of the mitochondria and granules of the parent cell; 
they are quite active and move about from place to place. 
A photograph from a case of Hodgkin’s disease shows 
three erythrocytes budding off at once from a “ megalo- 
blast’. The megaloblasts from which these erythro- 
cytes come are relatively immature but contain haemo- 
globin in their cytoplasm. 

The author states that this budding process is the 
normal mode of formation of erythrocytes. The 
normoblast, he says, does not “‘ extrude’ the nucleus; 
the cell becomes separated into two fragments, one 
containing the pyknotic nucleus, a shred of cytoplasm, 
and perhaps a few cellular organoids, and the other 
being the haemoglobin-containing disk which becomes 
the red cell. These red cells do not exhibit any “ moti- 
lity *’ because the cell from which they have arisen is so 
mature as to have lost this property. Schultz had 
noticed this phenomenon and thought. that it was 
characteristic only of pernicious anaemia; the pheno- 
menon is, however, here shown to take place in other 
anaemic states, and in the rabbit and the mouse it 
occurs normally. The author thinks that the presence 
of many poikilocytes and motile erythrocytes is an 
indication that red cells are budding off from unusually 
immature erythroblasts. 

[These observations are interesting, but it is unfor- 
tunate that the author has added a new confusion to the 
use of the name “ megaloblast’’, which nearly all 
haematologists now limit to the peculiar erythroblasts of 
the pernicious type of anaemia.] M. C. G. Israéls 
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980. Nitrogen Mustards in the Treatment of Hodgkin’s 
Disease and Lymphosarcoma 

M. SHERRY. Southern Medical Journal [Sth. med. J., 
Nashville] 41, 118-129, Feb., 1948. 15 figs., 4 refs. 


The author describes the results of treatment with 
bis-(8-chloroethyl) amine of 6 patients with Hodgkin's 
disease, 3 with lymphosarcoma, one with giant follicular 
lymphoma, and 2 with melanocarcinoma. As a rule the 
recommended single dose of 0-1 mg. per kilo body weight 
with a maximum of 8 mg. was used, but one patient was 
given more (9-7 mg.) without ill effects; the dose was 
given daily on 4 successive days as a rule, but the author 
thinks that better results were obtained by giving the 
doses on alternate days. The patients suffered, as usual, 
from nausea and vomiting. The leucocyte counts, 
especially the lymphocyte counts, were typically reduced 
by the treatment, but the count always returned eventually 
to normal; no agranulocytosis developed and none of the 
drugs used in treatment of agranulocytosis accelerated 
recovery from leucopenia. All the 6 patients with 
Hodgkin’s disease had had x-ray treatment before; 1 
had proved refractory, 2 had had only partial remissions, 
and the other 3 had relapsed after initial good results. 
All 6 responded well to the nitrogen mustard treatment; | 
fever subsided, superficial lymph nodes diminished in 
size or even disappeared; and liver, spleen, and medias- 
tinal nodes became smaller. One patient died 54 months 
after treatment with signs of cerebral metastases; the 
others were well from 6 to 11 months after being seen, but 
3 of them had needed a second course of treatment 4, 
5, and 64 months after the initial course. One patient 
was given ‘“ pyribenzamine’’ as well, and recovery 
appeared to be hastened. The patients with lympho- 
sarcoma and melanocarcinoma were not significantly 
relieved. The patient with giant follicular lymphoma was 
observed only for 44 months; the lymph nodes softened 
and became smaller, but a biopsy showed that the 
abnormal structure had persisted. [These results are in 
agreement with those already reported by other workers. ] 

M. C. G. Israéls 


981. The Skin Lesions of Monocytic Leukaemia ; 

E. A. FAIRBURN and A. S. V. BURGEN. British Journal of 
Cancer (Brit. J. Cancer] 1, 352-362, Dec., 1947. 7 figs., 
37 refs. 


The detailed report of a case of monocytic leukaemia, 
which first manifested’ itself as furunculosis, is used in this 
paper as a basis for discussion of skin lesions in leukaemia. 
The case report includes haematological, bacteriological, 
histological, and necropsy findings. Fifty cases of the 
Schilling type of leukaemia, in which cutaneous lesions 
were reported, have been collected from the literature. 
These are grouped into six classes—purpura, maculo- 
papular lesions, plaques and nodules, cutaneous suppura- 
tive conditions, exfoliative dermatitis, and miscellaneous 
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lesions. The cases in these six classes are analysed as 
regards frequency of occyrrence of the condition, sex 
and age of the patient, and prognosis. The conclusions 
drawn are that males over 40 most frequently suffer from 
skin lesions and that the purpuric type tends to occur in 
acute leukaemia while the suppurative and exfoliative 
types are associated with the chronic forms of the 
disease. H. Payling Wright 


982. Acute Megakaryocytic Leukaemia 

J. B. McDonaLp and J. G. Hamrick. Archives of 
Internal Medicine [Arch. intern. Med.] 81, 73-84, Jan., 
1948. 6 figs., 31 refs. 


In the United States 5,000 persons are officially regis- 
tered as dying annually from leukaemia. Probably the 
real figure is much higher because many fatal cases of 
anaemia and purpura are really cases of atypical leuk- 
aemia; also, rare forms of leukaemia may be missed 
because of inadequate diagnostic criteria. One such form 
is described in the present paper. The patient, a man 
of 66, developed acute atypical leukaemia without 
splenomegaly or lymphadenopathy. Smears of his 
peripheral blood revealed aleukaemic myeloid leukaemia. 
Aspiration of his sternal bone marrow showed erythro- 
myelo-megakaryocytic hyperplasia. There was no trace 
of osteosclerosis or osteofibrosis, but at necropsy leuk- 
aemic infiltrations of the viscera were found. Mega- 
karyocytes were prevalent in the lymph nodes, the 
viscera, and the bone marrow of the sternum, ribs, and 
spine. G. F. Walker 


983. Cure of 3 Cases of Agranulocytosis by Intravenous 
Aneurin. (Agranulocytose. Guérison de trois cas par 
l’'aneurine (vitamine B,) intraveineuse) 

C. Massias. Sang [Sang] 19, 166-173, 1948. 5 refs. 
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984. Crystalline Vitamin B,, 
E. L. Rickes, N. G. Brink, F. R. Koniuszy, T. R. 
Woop, and K. FoLKers. Science [Science] 107, 396- 
397, April 16, 1948. 7 refs. 


The isolation is announced of a crystalline compound 
possessing haematinic activity in Addisonian pernicious 
anaemia when given in quantities ranging from 3 to 150 
micrograms. The compound crystallizes in the form of 
small red needles which, after drying, have refractive 
indices of: « 1-616; 8 1-652; and y 1-664. They darken 
to black at about 210° to 220°, but do not liquefy below 
300°. Pending the discovery of its chemical constitution, 
the name vitamin B,, is proposed for this substance. It 
was obtained by the further purification of commercial 
liver extracts. For this purpose the growth requirements 
of Lactobacillus lactis Dorner were used as a guide, since 
it had been found by Shorb that a hitherto unidentified 
essential growth factor for this organism (the ““ LLD 
factor ’’) was related quantitatively to the anti-anaemic 
activity of liver extracts. For convenience in assaying 
the fractions an arbitrarily selected liver concentrate was 
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assigned a potency of 1,000 LLD units per mg. Crystal.» 
line vitamin B,, has an LLD activity of 11 x 10® units 
per mg.. The assay of a number of commercial liver 
extracts showed that the LLD activity ranged from 
13,000 to 154,000 units per ml., and that each U.Sp. 
unit contained from 0-1 to 0-9 yg. of vitamin By». It is 
therefore believed that if the vitamin were administered 
daily it would be effective in doses as small as 1 jug, 
[The importance of this communication will be obvious 
to all readers, because the nature and the extreme potency 
of this new substance suggest that it may well be the true 
anti-anaemic principle. It must be borne in mind, 
however, that even if this should be the case it does not 
necessarily follow that vitamin B,, will be effective in 
controlling the neurological and other complications of 
pernicious anaemia. The results of extended clinical 
trials will therefore be eagerly awaited, and it is to be 
hoped that it will be practicable for adequate supplies to 
be made available for this purpose.] L. J. Davis 


985. Activity of Vitamin B,, in Addisonian Pernicious 
Anemia 

R. West. Science [Science] 107, 398, April 16, 1948. 
4 refs. 


Crystalline vitamin B,. has been tested in 3 cases of 
Addisonian pernicious anaemia by administration of a 
single intramuscular injection of 3, 6, and 150 jug. respec- 
tively. A satisfactory haematopoietic response occurred 
in each case, the reticulocyte responses being 10, 26, and 
27%, and the increases in the red cell counts in 14 days 
being 1-2, 1-1, and 1-1 million per c.mm., respectively. 
In other trials with impure amorphous concentrates 
satisfactory haematological responses were obtained only 
when the content of LLD factor was of the order of 
20,000 to 40,000 LLD units. It is noted that 1 jg. of 
crystalline vitamin B,, is equivalent to 11,000 LLD units, 

L. J. Davis 


986. Activity of Vitamin B,, for the Growth of Lacto- 
bacillus lactis 
M. S. SHORB. 
1948. 4 refs. 


A growth factor (the “‘ LLD factor’’) found to be 
necessary for the growth of Lactobacillus lactis Dorner, 
was shown to be present in liver extracts in concentra- 
tions having an almost linear relation to their anti- 
anaemic potency. Consequently it was suggested that the 
LLD factor might be the therapeutically active principle 
in these extracts. The crystalline compound vitamin 
By» isolated from liver was highly active in respect of 
both anti-anaemic and LLD activity. The minute 
quantity of vitamin B,, required for the growth of L. 
lactis places it among the most potent microbiologically 
active compounds. A second factor required for the 
growth of L. lactis (the “ TJ factor ’’) is not found in 
liver extracts in significant concentration. LLD and 
TJ factor activities are present in fairly high degree in a 
variety of biological sources other than liver; this 
suggests that these factors may play a part in chick 
nutrition. L. J. Davis 


Science [Science] 107, 397-398, April 16, 
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987. Effect of Cholinesterase-containing Globulin Frac- 
tion of Human Plasma in Macrocytic Anemia 

R. D. BARNARD and J. W. MENTHA. Science [Science] 
107, 195-196, Feb. 20, 1948. 6 refs. 


Infusions of IV-6 human plasma fractions containing 
from 7,000 to 15,000 Alles and Hawes units of serum 
cholinesterase were given to 2 cases of macrocytic anemia 
complicating colonic cancer, and to one case of Addi- 
sonian pernicious anaemia in relapse. In each patient 
there was a small transitory rise in the plasma cholin- 
esterase, followed in 2 of them by a secondary rise in 
the erythrocytic cholinesterase greater than could be 
accounted for by the amount administered. This, in 
turn, was followed by a fall to normal of the previously 
elevated icterus index and by a slight reticulocytosis. It 
is concluded that the height of the blood cholinesterase 
level is the determinant rather than the accidental con- 
comitant of remission in macrocytic anaemia, and that 
macrocytic anaemia is the result of a cholinergic “* brake ” 


‘on erythropoiesis of the nature of an atopic reaction. 


[No indication is given of the nature of the erythro- 
poiesis, whether megaloblastic or normoblastic, in the 
cancer patients studied.] L. J. Davis 


988. High Serum Acetylcholine Concentrations in 
Pernicious Anemia and their Reduction by Effective 
Therapy 
J. E. Davis. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 15, 52-55, Feb., 1948. 1 fig., 
9 refs. 


The author quotes his previous animal experiments to 
show that liver extract and pteroylglutamic acid may 
cause remission of anaemia by lowering the acetyl- 
choline concentration of the blood serum, probably by 
increasing cholinesterase activity. In the present paper 
he describes the determination of acetylcholine concen- 
trations in 5 cases of pernicious anaemia, 6 normal 
controls, and 6 patients with secondary anaemias due to 
various causes. 

Three-ml. samples of serum were obtained from blood 
which had been mixed with a 0-3% eserine solution im- 
mediately after withdrawal from a vein. The serum was 
mixed with an equal volume of trichloroacetic acid 
solution, allowed to stand for 10 minutes, and filtered. 
An equal volume of Ringer’s solution was added to the 
filtrate and the mixture brought to a pH of 6-6 by the 
addition of sodium hydroxide. This mixture was then 
substituted for the usual frog Ringer solution in a 
muscle chamber enclosing an isolated, eserinized rectus 
abdominis muscle from a frog. If any response of the 
muscle was recorded it was compared with contractions 
elicited by standard acetylcholine solutions of known 
Strength. Cholinesterase activity was determined by 
electrometric titration with 0-01 N sodium hydroxide of 
the acetic acid liberated from an acetylcholine bromide 
solution by 0-5 ml. of serum in 10 minutes at a constant 
PH of 7-33 and at room temperature. 

In the 5 patients with pernicious anaemia in relapse 
serum acetylcholine concentrations ranged from 15 to 
33 ug. per 100 ml. These values were found to be reduced 
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to 6-6 to 8-2 yg. per 100 ml. after 4 to 7 days’ treatment 
with pteroylglutamic acid, liver extract, or ventriculin. 
In the 6 normal controls concentrations varied from 6-6 
to 8-2 pg. acetylcholine per 100 ml. of serum. In the 
6 cases of secondary anaemias values varied from 6-6 to 
9-9 ug. per 100 ml. Serum cholinesterase activity was 
low only in the most severe anaemias. 

In interpreting his findings the author considers the 
possibility that the excess of acetylcholine may be the 
ultimate chemical cause of pernicious anaemia. In 
favour of this idea he points out that effective treatment 
of pernicious anaemia reduces the acetylcholine concen- 
tration of pernicious anaemia before the red cell count 
rises. He suggests that acetylcholine may in some 
manner depress or arrest the maturation of cells in the 
bone marrow in pernicious anaemia. When excess of 
acetylcholine has been reduced by effective treatment the 
normal maturation of cells is resumed. 

R. Winston Evans 


See also Section Pathology, Abstract 894. 


989. Studies on the Conglutination Test in Erythro- 


blastosis Fetalis 


A. S. WieNER and E. B. Gorpon. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 33, 181-188, 
Feb., 1948. 18 refs. 


Nine sera from sensitized Rh-negative women were 
studied to discover which of 5 techniques was most 
sensitive and satisfactory. The blocking test was least 
sensitive, being negative in 2 out of 7 samples which 
did not contain complete (agglutinating) antibody; 
the plasma conglutinin and antiglobulin (the indirect 
Coombs test) methods were 7 to 20 times more sensitive, 
and positive in all 9 sera. The albumin-plasma method 
was most sensitive, being about 30 times more sensitive 
than the blocking test. 

To discover the best methods of demonstrating 
sensitization of the infant’s red cells in cord blood, a study 
was made of Rh-positive infants born to 11 Rh-negative 
women with incomplete Rh antibodies (titre 1 to 1,400 
by albumin-plasma technique), to 8 women with complete 
antibodies (titres 1 to 42), to 4 unsensitized Rh-negative 
women, and of 3 Rh-negative infants born to sensitized 
Rh-negative mothers. If incomplete antibodies are 
present, the cells of cord blood are usually coated with 
antibody so that they are not agglutinated by agglutinat- 
ing anti-Rhg (anti-D) serum, but are agglutinated by 
adult plasma or albumin-plasma (8 of 11); the direct 
Coombs test is positive (5 of 5 cases tested); the infant’s 
serum contains antibodies detectable by the albumin- 
plasma technique (8 of 9), and the icterus index of cord 
serum exceeds 14 units. If complete antibodies are 
present in the mother’s blood, sensitization of infant’s 
cells is rarer (4 of 8), and in only one case was antibody 
detected in the cord serum; the icterus index exceeds 
12 units. If blocking antibodies are present in mother’s 
serum as a result of sensitization by a previous pregnancy 
or transfusion, and the infant is Rh-negative, then the 
cord serum has a titre identical with that of maternal 
serum; but if complete antibody is present in maternal 
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serum it does not appear in cord serum. In these, and 
other unaffected infants, the icterus index does not 
exceed 14 units. 

It is concluded that incomplete antibodies readily pass 
across the placental barrier, but that complete (agglutinat- 
ing) antibodies do not, unless there is a defect in the 
placental barrier or breakdown during labour. The 
occasional failure of the albumin-plasma technique to 
demonstrate coating with incomplete antibody of infant’s 
Rh-positive cells is explained by the hypothesis that 
infant’s plasma may contain a conglutinoid, which is 
absorbed by sensitized cells, but fails to agglutinate them, 
though preventing the action of adult conglutinin added 
later; the difference between conglutinin and conglu- 
tinoid is analogous to that between complete and incom- 
plete antibody, or complement and complementoid. 
When maternal serum contains blocking antibodies, the 
severity of the disease in erythroblastotic infants is 
roughly proportional to the titre of the antibody. 

G. Discombe 


990. Therapy of Severe Erythroblastosis Fetalis with 
Repeated and Massive Exchange Transfusions 

A. S. I. B. WEXLER, and A.SHULMAN. American 
Journal of Clinical Pathology [Amer. J. clin. Path.] 18, 
141-151, Feb., 1948. 25 refs. 


The purpose of this paper is to describe a modification 
in the authors’ method of treating erythroblastosis 
foetalis by exchange transfusion, and to report successful 
results in 2 difficult cases. After a discussion of the 
advantages of exchange transfusion over other forms of 
treatment in preventing the clumping of red cells in 
vivo, which is responsible for the more serious mani- 
festations of erythroblastosis foetalis, the management 
of the 2 cases is described in detail. If the radial artery 
is used for the withdrawal of blood and the saphenous 
vein for the infusion, 1,000 ml. of blood can be given to 
an infant within 90 minutes, thus attaining an exchange 
of approximately 98° of the infant’s red cells. [For 
technical details and for information concerning the 
antenatal blood tests recommended the original paper 
should be consulted.] In the 2 cases reported the preg- 
nancies were terminated prematurely by Caesarean 
section. In the first case an exchange transfusion of 
500 ml. of blood was given but, since progressive mani- 
festations of the disease continued, the exchange trans- 
fusion was repeated on the following day, when the 
disease was arrested and recovery followed. In the 
second case, in an infant weighing only 44 Ib. (2 kg.), 
1,000 ml. of blood were infused and 950 ml. removed. 
Jaundice developed but cleared within a fortnight, and 
no signs of toxicity were seen. L. J. Davis 


991. Chronic Haemolytic Anaemia with Haemoglobin- 
uria. The Marchiafava—Micheli Syndrome 

M. D. Hickey and L. K. MALLEY. Quarterly Journal of 
Medicine Quart. J. 27, 1-8, Jan., 1948. 16 refs. 


A case of the Marchiafava—Micheli syndrome showing 
unusual features is described. The patient was observed 
for a period of 3 years, and five attacks of haemo- 
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globinuria occurred during this time; four of these 
followed iron therapy and one followed blood trans. 
fusions. A proportion of the patient’s erythrocytes was 
susceptible to haemolysis by acidified human serum. 
This proportion tended to remain relatively constant. 
Normal human serum heated to 56° C. was shown to 
have an inhibitory effect on haemolysis.—{Authors’ 
summary. ] 


HAEMORRHAGIC DISEASES 


992. Treatment of Thrombocytopenic Purpura with 
Glycocoll, Ascorbic Acid, and Calcium. (Zur Behandlung 
des Morbus Werlhof mit Glykokoll-Ascorbinsaure- 
Calcium) 

H. Kou. Zeitschrift fiir die Gesamte Innere Medizin 
[Z. ges. inn. Med.] 4, 1-16, Jan., 1948. 3 refs. 


Fourteen cases of thrombocytopenic purpura were 
treated with glycocoll, ascorbic acid, and calcium 
lactate, usually by mouth but occasionally by intravenous 
injection. In 10 cases there was a prompt increase in 
the number of platelets and improvement in the haemor- 
rhagic tendency, but in 4 cases there was no definite 
change. The author admits that it is possible that the 
improvement may have been due to a spontaneous 
remission, but he doubts this because the platelet count 
rose promptly and in 3 cases fell as quickly when the 
glycocoll was stopped. The gravest objection to the 
conclusions is that there was no prolonged period of 
observation before the start of treatment in most of the 
cases. 

[The published figures are not really convincing because 
in most of the cases the platelet count did not reach a 
normal level until glycocoll had been taken for 2 or 3 
months. On the other hand, glycocoll does produce a 
moderate degree of thrombocytosis in normal persons 
within a few hours of its being taken by mouth.] 

A. Piney 


993. “Accelerator Globulin” and Antihemophilic 
Globulin ” in Thrombin Formation from Aged Prothrom- 
bin and in Hemophilic Blood 

J. H. FerGuson and J. H. Lewis. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 67, 228-231, Feb., 1948. 18 refs. 


In this paper the authors give the results of some in 
vitro experiments designed to throw further light on the 
mechanism of the formation of thrombin in various 
prothrombin preparations. The plasma “ accelerator 
globulin’ (AcG) of Ware, Guest, and Seegers was used 
in these studies and is probably the same as Quick’s 
“labile factor’? and Owren’s “factor Anti- 
hemophilic globulin ’’ is a plasma protein fraction which 
accelerates thrombin formation in haemophilic blood. 
It was found that aged AcG had only a very slight effect 
on the rate of activation of aged prothrombin (kept for 
one week at 28° C.), thrombin formation being incomplete 
after 4 hours. 
rapid result was obtained. When frozen aged pro- 
thrombin was employed thrombin formation was 


If frozen AcG was used a much more 
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complete in under 20 minutes, and this time was only 
slightly shortened by addition of aged or frozen AcG. 
This shows that fresh (or frozen) prothrombin contains 
this factor, but it deteriorates on ageing at or above room 
temperature. 

When “antihemophilic globulin’? (HF) was used 
thrombin formation was slightly slower, the result being 
more pronounced with frozen than with aged HF. The 
results were similar whether partially or highly purified 
prothrombin was used. The antihaemophilic activities 


‘of AcG and HF (containing 37% fibrinogen) were also 


tested. It was found that even in less than 0-005% 
dilution frozen HF reduced the coagulation time of 
haemophilic blood from 142 to 27 minutes. This activity 
was greatly diminished by ageing. Frozen or aged AcG 
had only a minimal effect in reducing the coagulation 
time. In a short discussion the authors point out that 
AcG has no demonstrable connexion with the plasma 
protease system nor, of course, any significant “ anti- 
haemophilic ’’ activity. A. W. H. Foxell 


994. Studies of Hemophilia. II. The Assay of the 
Antihemophilic Clot-promoting Principle in Normal 
Human Plasma with some Observations on the Relative 
Potency of Certain Plasma Fractions 

B. ALEXANDER and G. LANDWEHR. Journal of Clinical 
Investigation [J. clin. Invest.] 27, 98-105, Jan., 1948. 
2 figs., 22 refs. 


Normal plasma reduced the clotting time of haemo- 
philic plasma in such a way that the relation of log. 
amount normal plasma to log. clotting time was linear. 
The slope of the straight line obtained varied with dif- 
ferent haemophiliacs, and seemed to be correlated with 
the severity of the disease. Different samples of plasma 
from different normal persons tested on the same haemo- 
philiac showed comparatively little variation in activity. 
The antihaemophilic principle is quantitatively pre- 
cipitated from citrated plasma by saturation with carbon 
dioxide at 0° C. Tests for the active principle and the 
practical difficulties attending them are discussed; an 
antihaemophilic unit defined as 0-001 ml. of plasma is 
proposed as a reference standard in the concentration 
and purification of the antihaemophilic principle. 

C. L. Oakley 


995. Prothrombin Conversion Factor of Dicumarol 
Plasma 

C. A. Owen and J. L. BoLLMAN. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 67, 231-234, Feb., 1948. 1 fig., 
10 refs. 


This paper describes the results of an investigation into 
the effects of administering dicoumarol orally and intra- 
venously to dogs. [The authors do not state how many 
dogs were used.] Prothrombin determinations were 
performed by the one-stage method of Quick (Amer. J. 
med. Sci., 1935, 190, 501) and the two-stage method of 
Warner et al. (Amer. J. Physiol., 1936, 114, 667). It was 
found that in Quick’s method the prothrombin level fell 


285 


more rapidly and further, but returned to normal sooner, 
than in the two-stage method. The authors contend 
that this is due to a factor important in the conversion of 
prothrombin to thrombin. This factor was found in 
plasma, serum free from prothrombin, thrombin, and 
fibrinogen. It was shown to be associated with pseudo- 
globulins, but poorly absorbed by magnesium hydroxide; 
it deteriorated at extremes of pH, with moderate heat- 
ing, and on exposure to air much more rapidly than 
did prothrombin. The authors note the resemblance 
between this conversion factor, Owren’s factor V, Quick’s 
prothrombin A, and the activators of Fantl and Nance 
and of Ware, Guest, and Seegers. A. W. H. Foxell 


996. Activation of Plasma Thromboplastinogen and 
Evidence of an Inhibitor 

A. J. Quick and M. STEFANINI. Proceedings of the 
Society for Experimental Biology and Medicine {Proc. 
Soc. exp. Biol., N. Y.] 67, 111-112, Jan., 1948. 4 refs. 


The first step in the coagulation of blood is the con- 
version of thromboplastinogen to thromboplastin by a 
factor, probably an enzyme, contained in the platelets; 
haemophilic platelets are as active as normal platelets. 
A patient with a haemophilia-like disease had a prolonged 
clotting-time and a small consumption of prothrombin in 
‘the process of clotting; this small consumption was not 
increased, nor was the clotting time shortened, by 
admixture of an equal volume of normal blood. It 
follows that this patient’s blood contains an excess of a 
substance which inhibits the conversion of thrombo- 
plastinogen to thromboplastin. Thromboplastin defi- 
ciency may arise from a lack of thromboplastinogen, 
from a lack of the platelet factor which converts thrombo- 
plastinogen to thromboplastin, or from an agent which 
inhibits this factor. In all 3 cases the consumption of 
prothrombin in the process of clotting is markedly 
reduced. G. Discombe 


997. The Schoenlein-Henoch Syndrome of Vascular 
Purpura 
E. DAvis. 
14 refs. 


On the basis of 44 cases observed the author considers. 
that the Henoch-Schoenlein purpuric syndrome is three 
times as common in women as in men, but boys and girls 
are equally affected. The condition consists of non- 
traumatic haemorrhage with or without oedema in the 
skin, subcutaneous tissues, joints or viscera. The 
number of blood platelets and other haematological 
data are normal. The causes are varied, but strepto- 
coccal infections are often present. The purpuric 

. ecchymoses or petechiae are very variable in extent and 
severity, and may be associated with pyrexia. The 
prognosis in an attack is good; recovery is invariable 
and health good between attacks, which rarely recurred 
after 5 years. There is no effective treatment. Henoch— 
Schoenlein purpura is not familial and differs somewhat 
from purpura simplex, although the clinical pictures may 
overlap in many details. John F. Wilkinson 


Blood [Blood] 3, 129-136, Feb., 1948. 5 figs., 
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Respiratory Disorders 


998. Studies in Lung Abscess. Part III, Anaerobic 
(Foetid) Lung Abscess. Part IV, Aerobic (Non-foetid) 
Lung Abscess 

R. C. Brock. Guy’s Hospital Reports [Guy's Hosp. 
Rep.] 96, 97-139, 1947. 13 figs., bibliography 


These, the third and fourth in the author’s series of 
essays on lung abscess, should be read in full, since they 
cover a very wide field and present the results of a large 
experience. The first two dealt with abscesses due to 
staphylococci and to Friedlander’s bacillus. 

The distinction between anaerobic (foetid) and aerobic 
(non-foetid) abscesses is admitted to be arbitrary and 
liable to error, but is thought to be helpful in clarifying 
the difficult group, “* lung abscess ”’, clinically. Anaerobic 
lung abscesses are classified as follows: (1) Primary: 
(a) Acute pulmonary gangrene, bronchogenic, and due to 
vascular embolism or thrombosis. (5) Foetid abscess: 
acute, with slough and without slough of any size; 
chronic, localized, and diffuse. (c) Actinomycotic 
abscess, acute and chronic. (d) Abscess due to un- 
identified micro-organisms. (2) Secondary to carcinoma, 
adenoma, intrabronchial foreign body, bronchiectasis, 
lung cyst, or to aerobic lung abscess of any type. 

In the group of anaerobic abscesses the acute foetid 
abscess is the most important. It is regarded as essen- 
tially a segmental acute pneumonitis with suppurative 
and gangrenous changes; in the most severe form gan- 
grene, and in the least severe type suppuration, pre- 
dominate. The segmental pneumonitis is caused by 
bronchial embolism—that is, aspiration of infected 
material, usually endogenous infected secretions; gross 
foreign bodies were responsible in only 3 out of 235 cases. 
Inconclusive reports on the bacteriology of foetid abscess 
are reviewed. The morbid anatomy of foetid lung 
abscess is discussed, with special reference to its seg- 
mental distribution and to the importance of the lung 
slough which is present in many cases. Of 117 of the 
author’s cases in which record was made of this point a 
slough was found at operation in 62 and not found in 
55. In the chronic or subacute phase of foetid abscess, 
fresh abscesses may form, either by extension from 
the original cavity or by further bronchial embolism 
of previously unaffected segments. The differential 
diagnosis is discussed, with especial reference to the 
secondary foetid abscesses. The possible association 
with pulmonary tuberculosis, either because a primary 
foetid abscess disrupts a previously present inactive 
tuberculous focus or because a patient with active pul- 
monary tuberculosis develops pulmonary suppuration, is 
stressed. 

In most cases of secondary anaerobic abscess resec- 
tion of the lobe or of the lung, occasionally after pre- 
liminary drainage, is required. Primary foetid abscesses 
resolve without operation, under treatment by penicillin 
and sulphonamides, more often than formerly, but these 


measures should not be persisted in unreasonably. The 
author’s practice is to treat acute foetid abscesses expect. 
antly for one week, and if no improvement is observed 
to operate. Where there is evidence of the presence 
of a slough, early drainage is indicated. In chronic 
cases (after 6 to 8 weeks) lobectomy or pneumonectomy 
is often the most satisfactory form of treatment. 

Aerobic (non-foetid) lung abscess is used as a con- 
venient term for those abscesses which are not offensive, 
The term “aerobic” is recognized to be not strictly 
accurate, because not all anaerobic infections cause 
offensive suppuration. The author does not entirely 
agree with the contention of Touroff and Neuhof that 
non-foetid abscesses tend much more to spontaneous 
resolution; in his series, 54% of 48 acute foetid abscesses, 
and 65% of 66 acute non-foetid abscesses resolved 
spontaneously. 

The group aerobic (non-foetid) lung abscess is classified 
as follows: 


1. Primary. Ox Segmental: acute and chronic. 
Non-segmental: circumscribed — acute 


_and chronic. 
and 


(a) Staphylococcal. 
(6) Friedlander. 
(c) Streptococcal. 
(d) Pneumococcal (resolving acute 
lobar pneumonia). 
(e) Actinomycotic. 
Amoebic. 
Unidentified, mixed, or non- 
specific organisms. 


2. Secondary. Primary cause—carcinoma, adenoms, 


intrabronchial or intrapulmonary foreign body, bro 
ectasis, lung cyst, infarct, 

_— [The author does not discuss in this paper abscesses due 
to staphylococci and Friedlander’s bacillus.] Patho- 
logically, many acute non-foetid abscesses are similar to 
foetid abscesses but have no foetid smell and are typically 
segmental in origin; usually there is no slough, though 
two cases in which sloughs were found are mentioned. 
The difference between foetid and non-foetid abscesses 
probably depends upon the type of organism present in 
the embolus. Segmental lung suppuration may well be 
depicted as varying from a relatively simple non-suppura- 
tive pneumonia through varying grades of suppuration 


up to intense suppuration and cavitation. The non-: 
segmental cases present more difficulty; they probably . 


constitute a very mixed group. They are regarded as 
initially segmental, but as spreading either by direct 
extension or into previously unaffected segments or lobes. 
By these processes, mixed areas of non-suppurative 
pneumonia, of suppuration with minor abscesses, and of 
gross cavitation, leading eventually to disorganization of 
a lobe or an entire lung, may arise. The extreme rarity 
of non-foetid suppuration after pneumococcal pneu- 
monia is noted. In treatment of the non-foetid type 
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drainage is less often required and may in many cases 
be deferred longer than is safe in the foetid types. In the 
types, especially the staphylococcal, operation is 
rarely indicated. In the chronic stage lung resection is 
often necessary. J. G. Scadding 


999. Early Pleural Effusion in Pulmonary Embolism and 


Pneumonia or Bronchopneumonia. [In English] 
G. MoserG. Acta Radiologica [Acta radiol., Stockh.] 
29, 7-18, Jan. 31, 1948. 9 figs., 4 refs. 


It is pointed out that the radiological diagnosis 
of pulmonary embolism is not so simple as some workers 
would appear to suggest. The classical appearance is of 
a wedge-shaped shadow with its base facing the pleura 
and the apex pointing towards the hilum. It has been 
conclusively demonstrated by other authors that this 
classical appearance is by no means constant, and 
Westermark has shown that pulmonary embolism may 
often occur without any density being demonstrable in 
the lung. 

With these points in mind, the author attempted to 
determine whether there was any pronounced difference 
between the relation of pleural effusion to pulmonary 
embolism and to pneumonia and bronchopneumonia. 
He was able to collect 46 cases of pulmonary embolism 
and 170 cases of pneumonia and bronchopneumonia. 
To his disappointment he found that, although the 
parenchymatous changes were normally well marked 
and a pleural effusion was less constant in the pneu- 
monias, no hard and fast rules could be laid down. 
Finally he concluded that no radiological method at 
present known permitted differentiation of embolism 
from infection and that the clinical features must still be 
telied on. He quotes Léfstedt, who suggested that 
aspiration of the exudate in pulmonary embolism and 
pneumonia was desirable, and that microscopical 
examination of the samples obtained might furnish better 
possibilities for differential diagnosis. J. W. Bull 


1000. Pathogenesis and Recovery Process in Haemor- 
rhagic Infarct of the Lung. (Sulla patogenesi e sui 
processi di guarigione dell’infarcto emorragico del 
polmone) 

F. ScIRE. Pathologica [Pathologica] 39, 238-261, 
Sept.—Oct., 1947. 4 figs., bibliography. 


The author reviews in detail previous investigations 
into the production of haemorrhagic infarcts of the lung. 
He concludes, as a result of his own experiments on dogs, 
that both embolism and vascular stasis are essential, 


while damage to the vessel wall, though not essential, is 


often an accessory factor. Healing always occurs from 
the periphery of the infarct; areas of proliferation may be 
found in the central part of the lesion but these prove 
abortive. John Crofton 


1001. The Pneumonias Associated with Epidemic 
Respiratory Infections 

JeG.Scappinc. Lancet [Lancet] 1, 89-93, Jan. 17, 1948. 
Bibliography. 
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1002. Clinical Evaluation of the Treatment of Pneumo- 
coccic Type ITI Pneumonia 

M. F. Cotten and R. L. Dosson. American Journal of 
= [Amer. J. Med.] 4, 383-389, March, 1948. 
8 refs. 


In a series of 2,176 consecutive patients with pneumo- 
coccal pneumonia, Type III accounted for 103 cases and 
was the fourth most frequent type of infection. It 
caused the highest mortality rate in all groups studied. 
There was a higher incidence among older age groups and 
a greater frequency of patients with large numbers of 
organisms in the sputum. - The incidence of bacteriaemia 
and of multiple lobe involvement was the same as in 
other types but leucopenia, a grave prognostic sign, was 
three times more common. Delay in the start of treat- 
ment was also a serious factor; the mortality rate in 
patients ill for 3 or more days before admission with 
Type IIf pneumonia was at least four times that in 
patients admitted in the first. or second day of illness. 
Convalescence, on the average, was rather more pro- 
tracted but except for a possibly greater frequency of lung 
abscess, the incidence of common complications was 
similar to that found with other types. Sulphadiazine 
and Type III antiserum were relatively ineffective in 
any dosage. The gross mortality rate for Type III 
pneumococcal pneumonia before the advent of penicillin 
was 29-3%; with penicillin therapy, the rate has been 
4-3%. T. Semple 


For Pneumoconioses see Section Hygiene, Abstracts 
789-90. 


1003. Dissociated Paralysis of the Diaphragm Following 
Phrenic Crush and Pneumoperitoneum 

W. Fox. Thorax [Thorax] 5, 15-19, March, 1948. 2 
figs., 7 refs. 


In a soldier, aged 29, a right phrenic crush was per- 
formed for the treatment of pulmonary tuberculosis. 
Four months later the hemidiaphragm recovered, the 


-merve was re-crushed, and a pneumoperitoneum was 


induced. After 6 months the lateral and posterior part 
of the diaphragm (posterior costal muscle fibres, arcuate 
fibres, and right crus) recovered completely, while the 
remaining anterior and medial part (right leaf of central 
tendon, muscular fibres of sternal origin, and anterior 
muscle fibres of costal origin) remained paralysed for at — 
least another 6 months. 

Dissociated paralysis of the diaphragm after phrenic 
crush has rarely been reported, but there have been 
previous examples in which the condition was revealed 
only after the introduction of air below the diaphragm. 
It is possible that some of the recorded cases of recovery 
of diaphragmatic function after phrenic evulsion may 
have been due to the recovery of only that part of the 
diaphragm supplied by an accessory branch. It is - 
important that the condition should be recognized 
because the posterior and lateral part of the diaphragm 
most commonly recovers, and this process affects the 
posterior part of the lung where most tuberculous lesions 
are situated. A. F. Foster-Carter 
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1004. The Sclerosing Therapy of Esophageal Varices 
C. O. PATTERSON and M. O. Rouse. Gastroenterology 
[Gastroenterology] 9, 391-395, Oct., 1947. 17 refs. 


In this paper the authors add a further report to their 
previous communications (Tex. St. J. Med., 1944, 40, 
284 and J. Amer. med. Ass., 1946, 130, 384) on the treat- 
ment of oesophageal varices by the injection of a scleros- 
ing solution, 5% sodium morrhuate, through the oeso- 
phagoscope. They point out that mucosal relief studies 
as well as oesophagoscopy may be necessary to locate 
the site of an otherwise unexplained haematemesis, and 
they emphasize the need for a proper assessment of 
haemorrhagic tendencies from other causes, even in the 
presence of known oesophageal varices. Twenty-four 
patients, aged 3 to 66, were studied. In 17 the bleeding 
was the result of portal hypertension due to cirrhosis of 
the liver. All had an associated splenomegaly and 8 
had ascites. In 8 further patients a diagnosis of Banti’s 
syndrome had been made and the spleen removed. Four 
of these had 81 haemorrhages after Splenectomy, and the 
authors considered such cases as most suitable for in- 
jection treatment. In 9 patients the varices were in the 
lower third of the oesophagus, in 9 in the lower half; 
in 8 the varices were encountered at the suprasternal 
notch and appeared to extend throughout. The quantity 
injected averaged 3 ml. per needle puncture into a varix 
and 7 ml. was the average total quantity injected per 
treatment, the maximum in any one adult being 63 ml., 
injected into 16 sites during 9 oesophagoscopies over 
3 years. There were no untoward results from the 
procedure. Of 24 patients who had one or more 
sclerosing treatments 9 have died, 6 of these having 
haematemesis before death. There were no deaths 
among those who survived splenectomy and had injection 
treatment subsequently for their varices. The authors 
draw attention to the decreased incidence of haemorrhage 
after injection therapy, compared with the incidence 
before this in their series. T. L. Hardy 


1005. Movements of the Esophagus in the Presence 
of Cardiospasm and Other Esophageal Diseases. A 
Roentgenologic Study of Muscular Action — 

F. E. TEMPLETON. Gastroenterology [Gastroenterology] 
10, 96-101, Jan., 1948. 21 refs. 


This paper calls attention to some facts well-known to 
radiologists but possibly insufficiently appreciated by 
clinicians. In achalasia of the cardia there is no oeso- 
phageal peristalsis, although purposeless shallow seg- 
mental contractions were seen in all but 2 of 39 patients 
studied. In carcinomatous and simple strictures, on 
the other hand, peristalsis is preserved. The author’s 
conclusion is that “‘ cardiospasm” is a disease of the 
oesophageal musculature and not of the cardia. The 
cardia fails to relax because no peristaltic wave pre- 
ceding inhibition reaches it. 


Disorders 


[The argument continues in a circle because the 
diagnosis of cardiospasm is made on the absence of 
peristalsis, while a simple stricture is diagnosed when 
peristalsis is preserved. Many workers believe that a 
proportion of cases diagnosed as of cardiospasm should 
really be classified as of strictures due to peptic oeso- 
phagitis, and that in long-standing oesophagitis peri- 
stalsis is also often lost.] Denys Jennings 


1006. The Significance of Weight Loss as Observed in a 
Gastrointestinal Clinic 

C. F. BAUMEsTER and D. D. DARLING. Gastroenterology 
[Gastroenterology] 10, 792-796, May, 1948. 


STOMACH 


1007. A New Antacid for Peptic Ulcers 
M. KRAEMER. Postgraduate Medicine (Postgrad. Med. 
2, 431-437, Dec., 1947. 1 fig. 


The antacids commonly used have the disadvantage of 
causing constipation or diarrhoea; the author, in seeking 
an inert antacid, was led to try a synthetic resin as an 
acid adsorbent. Certain synthetic resins have been used 
for some time for purifying water. A phenol formal- 
dehyde condensation product known as “ amberlite 
A RIV” was selected for trial in 90 patients with peptic 
ulcers. This substance has a neutralizing power for 
gastric juice less than that of calcium carbonate but 
greater than that of aluminium hydroxide. The patients 
were given 4-5 to 6 g. per day in divided doses instead of 
an antacid for 1 to 15 months; otherwise the usual 
treatment for ulcer was given. The series included 
several complicated cases; 85°% of the patients were kept 
symptom-free on this regimen. The author claims that 
the resin is non-toxic, has no unpleasant reaction, and can 
replace alkalis in the treatment of peptic ulcer. No 
control series is reported. L. P. R. Fourman 


1008. 
Controlled Study 

B. KENAMORE, W. LONERGAN, and J. C. SHy. Gastro- 
enterology [Gastroenterology] 10, 177-183, Feb., 1948. 
2 figs., 17 refs. 


This is a report on a controlled experiment to determine 
whether protein hydrolysate is of special value in the 
treatment of duodenal ulcer. The 18 members of the 
experimental group received hourly feeds of hydrolysate, 
260 g., and “ dextri-maltose ’’, 650 g., in 13 feeds witha 
total Calorie value of 3,562. The control group of 13 
patients received in 13 feeds: whole milk 780 ml.; 18% 
cream 390 ml.; protein 12 g.; and ‘“ dextri-maltose” 
550 g.; giving a Calorie value of 3,552. Although the 
calorie value was the same, the first diet contained 30 g. 


Protein Hydrolysate Therapy in Peptic Ulcer. A 
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STOMACH 


nitrogen and the control diet 6-1 g. nitrogen. The 
average time for the relief of pain in the first group was 
2-6 days, in the control group 5-9 days. Subjects in the 
former group had a positive nitrogen balance, in the latter 
a negative one. 

{It should be noted that the experimental period was 
only 14 days and that observations were limited to the 
symptom of pain. It is known that protein hydrolysate 
will reduce gastric acidity. At the most all that can’be 
claimed is that a relatively high-protein diet is preferable 
to the long-discarded Sippy diet.] 

A. H. Douthwaite 


1009. Mechanism of the Relief of Ulcer Distress by 
Gastric Vagotomy 

L. R. DRAGSTEDT, E. R. Woopwarb, P. V. HARPER, and 
E. H. StoRER. Gastroenterology [Gastroenterology] 10, 
200-204, Feb., 1948. 2 refs. 


In this paper it is suggested that the pain of gastric 
disease is probably conveyed by sympathetic fibres and 
not by the vagus, as is generally believed. The complete 
disappearance of pain immediately after vagotomy in all 
forms of peptic ulcer certainly suggests that the vagal 
fibres are pain-carriers. The authors find, however, that 
the introduction of 200 ml. of 0-5% hydrochloric acid into 
the stomach will still cause ulcer pain for about 6 days 
after vagotomy. Thereafter none is produced, but this is 
in accordance with Palmer’s finding that the acid stimulus 
fails when the ulcer is healing. The authors note also that 
pulling on the vagi, at operations under spinal analgesia, 
causes pain in the larynx only. On the other hand, they 
declare that painless progression and perforation of 
peptic ulcer is liable to occur in patients who have had 
thoraco-lumbar sympathectomy for hypertension. 

A. H. Douthwaite 


1010. A Comparison of the Effect on Gastric Secretion 
of Syntropan, Demerol, and Trasentine with Atropine 

B. B. CLARK. Gastroenterology [Gastroenterology] 9, 
454-460, Oct., 1947. 2 figs., 15 refs. 


The author reports data which provide a comparison of 
the activity of the synthetic preparations “ syntropan ”’, 
demerol (pethidine), and “ trasentin”’, with that of 
atropine in depressing gastric secretion. These drugs are 
better known for their antispasmodic action on the 
gastro-intestinal tract of man. 

Two dogs with gastric pouches of the Cope type 
(Arch. Surg., 1940, 40, 717) were employed. Particular 
care was taken to maintain the vagal nerve supply intact. 
The general routine for handling these animals and the 
analytical methods employed have been described pre- 
viously (loc. cit.). The dogs were given a weighed 
amount of a commercial dog food once daily in the 
morning and the pouches were emptied 4 times daily. 
The drugs were administered intravenously and usually 
3times a day. An experiment consisted of a comparison 
of control observations for one day with the effects of the 
drug administered for one day. . As a rule there were 2 
successive control days followed by 2 consecutive days 
of administration in one week, several days of control 


M—U 


- and 1 mg. syntropan per kilo body weight. 
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observations intervening before the next drug test. The ° 
effects of the drugs on gastric secretion were expressed 
as the percentage of change in volume of secretion and 
acid production from control observations. 

’ The published table shows that atropine and scopol- 
amine exhibited the expected marked activity in depressing 
gastric secretion, while the other drugs had relatively © 
weak actions. For atropine the threshold dose was 
0-001 to 0-002 mg. per kilo body weight; with syntropan 
and pethidine it was about 2-5 mg., and with trasentin 
about 3-5 mg. The depressing effects of the drugs on 
volume of secretion and acid production were approxi- 
mately parallel. In a comparison of the activity of these 
drugs on motility with that on secretion it had previously 


. been found (Clark et al., J. Pharmacol., 1939, 66, 464) 


that the minimum effective dose depressing the gut 
in the non-anaesthetized dog was 0-01 mg. of atropine 
As regards 
depression of secretion, it was found that atropine on a 
weight basis exceeded the activity of syntropan and 
pethidine by 1,000 to 3,000 times, and that of trasentin 
by 3,000 times. aed 

The author concludes that the more prominent action 
of syntropan, pethidine, and trasentin is antispasmodic, 
and, with a caution on the hazards of transferring 
quantitative relations from dog to man, suggests that 
these three drugs in the usual range of therapeutic dosage 
in man, 50 to 150 mg., may have relatively little inhibiting 
effect on gastric secretion compared with atropine or 
scopolamine in doses of 0-5 to 1-Smg. T7. L. Hardy 


1011. Gastric Secretory Response in Hypoglycemia as 
Produced during Insulin Shock Therapy ; 

C. H. Hites. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 214, 667-672, Dec., 1947. 5 figs., 
14 refs. 


The effects of insulin shock therapy for schizophrenia 
on the gastric juice acidity in 5 subjects have been 
studied. In all, the onset of hypoglycaemia was asso- 
ciated with a rise in gastric acidity. This phenomenon, 
dependent on vagal stimulation, has been employed by 
gastric surgeons to determine the completeness of vago- 
tomy for gastric ulcer. C. L. Cope 


1012. Pharmacological Aspects of Gastric Secretion 
K. A. MERENDINO. Gastroenterology [Gastroenterology] 
10, 504-539, March, 1948. 10 figs., bibliography. 


A series of experiments in animals and in man was 
carried out to determine what effect, if any, the opium 
alkaloids (morphine, dilaudid’’, paregoric, and 
codeine) and demerol (pethidine) have on gastric secre- 
tion. In dogs with Heidenhain and Pavlov pouches it 
was found that morphine, dilaudid, and paregoric 
stimulated gastric secretion, though such stimulation 
tended to cease when a “habit” was established. 
Codeine and demerol had no such effect. By the 
administration of morphine gastric ulcers could occa- 
sionally be produced in guinea-pigs and cats. In man, 
however, comparable doses of the same drugs failed to 
stimulate gastric secretion. This accords with clinical 


the 
of 
vhen 
at a 
ould 
eS0- 

logy 
fed.) 
e of 
cing 
an 
ised 
nal- 
rlite 
ptic 

for 

but 
ents 
1 of 
sual 
ded 
cept ‘ 
that 
can 

No 

tro- 
48. 
line 

the 

the 
ate, 
ha 
8% 
se ” 

the 
g. 


290 DIGESTIVE 
experience, which does not suggest that peptic ulcers are 
any more common among morphine takers than among 
the general population. Indeed, morphine seemed to 
exercise if anything a depressant effect on secretion. 
The discordant results obtained in animals and man 
appear to be due to a true species difference. The 
author concludes from his experiments that opium alka- 
loids and demerol may safely be given to patients with 
non-obstructive ulcers without fear of making the ulcer 
worse. Similar experiments were also carried out with 
phenobarbitone. In dogs the drug depressed gastric 
secretion, but in man it had no effect. 

. John R. Forbes 


1013. Effect of Antihistamine Drugs on Human Gastric 
Secretion. (Uber die Wirkung von Antihistaminsub- 
stanzen auf den Magensaft des Menschen) 

_E. Deutscu. Klinische Medizin [Klin. Med., Wien] 2, 
1113-1122, Dec. 15, 1947. 1 fig., 52 refs. 


A connexion between histamine and gastric ulcer is 
suggested by the finding of a raised histamine blood level 
in ulcer cases, and of gastric ulceration in the rat after a 
series of histamine injections. The treatment of gastric 
ulcers with antihistamine drugs has been tried but not 
« found successful. Moreover, side-effects of histamine 
therapy have been reported, among them symptoms 
suggesting gastric hyperacidity. The author investigated 
the influence of the antihistamine drugs “ bridal” 
antergan and antistin on gastric secretion curves 
in 100 patients. The acidity provoked by a test meal 
containing caffeine was not influenced by the administra- 
tion of bridal. Intramuscular or intravenous injection of 
bridal after the introduction of a stomach tube caused an 
increase of acidity in two-thirds of the patients. Com- 
bined oral administration of histamine and the anti- 
histamine drug resulted in all cases in an acidity higher 
than that produced by histamine alone. Antihistamine 
drugs did not protect rats from histamine ulceration. 
The author discusses the probable mechanism of hist- 
amine and antihistamine drug action on gastric secretion. 

H. Herlinger 


1014. A Statistical Study of 112 Cases of Benign 
Gastric Ulceration 

M. FELDMAN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 215, 13-16, Jan., 1948. 1 ref. 


INTESTINES 


1015. Response of the Colonic Mucosa to the Local 
Application of Sympathomimetic and Para-sympatho- 
mimetic Drugs 

M. SuHosHkes. Gastroenterology [Gastroenterology] 10, 
305-309, Feb., 1948. 5 refs. 


The author studied the effect on the colonic mucous 
membrane exteriorized by colostomy of various drugs 
having an action on the autonomic nervous system. 
‘The following drugs were used: (1) sympathomimetic: 
adrenaline 1 in 1,000, ephedrine 1%, “* benzedrine ” 1%, 
“* paredrine ” 1%; (2) sympatholytic: ergotamine tar- 
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trate 1 in 2,000; (3) parasympatholytic: scopolamine 
0-33%, atropine 2%, homatropine 2%; (4) para. 
sympathomimetic: neostigmine 5%, pilocarpine 2% 
“ mecholyl ” 1%, eserine 1%. The drugs were dropped 
direct on to the mucosa. Control experiments with 
saline were carried out. In the sympathomimetic group 
adrenaline produced the most marked changes, con- 
sisting of various degrees of blanching and depression of 
the affected area with a reduction of mucus production 
and some pin-point telangiectases together with engorge- 
ment of the periphery. Of 11 cases studied all showed a 
positive response, 6 within 3 minutes and the remainder 
within 10 minutes. The effect lasted from 10 to 70 
minutes. Ephedrine and benzedrine produced blanching 
. only, the former in 7 out of 11 cases, the latter in 4 out 
of 10. Of the 10 cases in which paredrine was used, 
2 showed slight blanching, 1 some swelling of the 
affected area, and 7 showed no response at all. [Un- 
fortunately, no accurate data can be given on the results 
with ergotamine, as there are discrepancies within the 
text, and table and text do not correspond. Both moist 
blanching and blanching with decreased mucus produc- 
tion were observed.] Of the parasympatholytic drugs, 
both scopolamine and atropine produced various degrees 
of blanching in 4 out of 9 subjects. Homatropine pro- 
duced slight blanching in 3 out of 11 cases. Of the para- 
sympathomimetic drugs both neostigmine and pilo- 
carpine caused varying degrees of oedema and increase in 
mucus secretion, the former in 3 out of 7 cases, the latter 
in 7 out of 11. Six experiments were carried out with 
mecholyl. Of the 2 positive responses | was limited to 
slight flushing, and 1 to slight pallor. [Although, as the 
author stresses, the results are variable, they are in the 
main the expected ones, the majority of the positive 


reactions consisting in blanching and reduction of - 


mucus production in the case of the sympathomimetic 
and parasympatholytic drugs and in swelling of the 
mucous membrane and increase of mucus production in 
the case of the parasympathomimetic drugs.] 

R. Schneider 


1016. An Evaluation of the Clinical Management of 
Chronic Ulcerative Colitis 

E. D. KigFer. Gastroenterology [Gastroenterology] 10, 
16-27, Jan., 1948. 16 refs. 


On the basis-of a study of 400 patients with chronic 
ulcerative colitis treated medically and 72 patients 
treated surgically, the author discusses the clinical 
management of these cases under three headings: (1) 
the control of symptoms and support of the general 
condition; (2) the cure or arrest of the colitis itself; (3) 
the prevention of chronic invalidism. - Most of the 
common modes of treatment are discussed, and of these 
the following may be noted. In 8 cases the use of a 
vaccine made from Bargen’s diplostreptococcus proved of 
no avail. Polyvalent antibacillary dysentery serum was 
considered to be too dangerous. Various types of 
sulphonamides were given in small groups of cases and 
the conclusion reached was that the soluble sulphon- 
amides are indicated in the treatment of febrile cases. 
The effect was variable, benefit being derived in some 


case 
alter 
oper 
ther 
little 

give 
the 

The 

evid 

con 

cast 

abo 

9p 

5c 

foll 

lon 
she 

cor 

99 

tre 

giv 

me 

ad 

sn 

th 

In 

tre 

H 

Fi 

I. 
0, 

| 


INTESTINES 291 


cases, but rarely was the clinical course of the disease 
altered. Their main use was in pre-operative and post- 
operative treatment to control incidental sepsis. Fever 
therapy by intravenous typhoid vaccine was found to have 
little effect on the course of the disease. Penicillin was 
given in 8 cases in doses up to 300,000 units per day. In 
the 5 patients with fever this was reduced in every case. 
The diarrhoea was not affected. In no case was there 
evidence that penicillin altered the actual pathological 
condition of the colon. Streptomycin was used in one 
case without success. Antihistamine drugs have brought 
about no striking benefit. ‘‘ Benadryl’’ was given to 
9 patients; there was improvement in the diarrhoea in 
5 cases but little change in the rectal mucosa. In the 
follow-up study of 327 patients over a period of 2 years or 
longer, although no mortality figures are given, analysis 
showed that there was “ poor control” in 54%, “ fair 
control’ in 12%, and “ good control” in only 34%; 
99 of the 400 patients treated medically were later 
treated surgically. No details of surgical treatment are 
ven. 

The author concludes that the present methods of 
medical treatment are far from satisfactory but may be 
adequate in a proportion of milder cases. In only a 
small proportion of the severe and complicated cases is 
the disease satisfactorily controlled by medical measures. 
In properly selected cases surgery is the most effective 
treatment. N. S. Plummer 


1017. Transmission of Epidemic Gastroenteritis to 
Human Volunteers by Oral Administration of Fecal 
Filtrates 

I. Gorpon, H. S. INGRAHAM, and R. F. Korns. Journal 
of Experimental Medicine [J. exper. Med.| 86, 409-422, 
Nov. 1, 1947. 4 figs., 18 refs. 


This report gives the results of the transmission of 
epidemic gastro-enteritis to human volunteers by oral 
administration of the faecal filtrates in New York State. 
The patients suffered from profuse diarrhoea, usually 
with vomiting, but had no fever. The symptoms lasted 
about 3 days. Bacteriological examinations failed to 
reveal the known causes of enteric disease. Animal 
experiments were unsuccessful. Under carefully con- 
trolled conditions 3 volunteers were given 3-6 ml. of a 
pool of equal parts of unfiltered stool suspension from 
2 patients with the disease. All 3 developed the charac- 
teristic symptoms of gastro-enteritis after incubation 
periods of 14 days and 5 days respectively. Three 
volunteers were given inhalations of 1 ml. of a nebulized 
mixture of equal parts of throat washings from the same 
2 patients. No illness resulted. In order to study the 
question of cross-infection the same experiment was 
carried out at staggered times, and roughly similar 
results were obtained. The same pool of stool filtrate 
was autoclaved for 20 minutes at 15 lb. (6-75 kg.) pressure 
and given to 6 boys aged 16 to 21. None subsequently 
became ill. Over all the experiments the incubation 
period ranged between 1 day and 5 days. Leucocyte 
counts, erythrocyte sedimentation rates, and blood and 
plasma specific gravities were normal. The series of 


' blind passages in embryonated hens’ eggs originally 


inoculated with stool suspensions by various methods did 
not produce unequivocal signs of infection. 

The authors conclude that the demonstration that the 
causative agent of the form of epidemic gastro-enteritis 
here described is present in faecal filtrates and that the 
disease is readily reproduced in volunteers by oral 
inoculation should be helpful in further epidemiological 
studies and in attempts to establish the agent in experi- 
mental animals. Full identification of the agent awaits 
the successful completion of such studies. 

N. S. Plummer 


1018. Intestinal Ulceration Due to Arterial Necrosis 
(Malignant Hypertension and Polyarteritis Nodosa) 

S. DE NAVAsQquez. and E. B. FRENCH. Guy’s Hospital 
Reports [Guy’s Hosp. Rep.| 96, 85-92, 1947. 9 figs., 
8 refs. 


Clinical and post-mortem records are reported of 2 
patients, one with malignant hypertension and the other 
with polyarteritis nodosa, both presenting a clinical 
picture of predominantly intestinal disease. The first 
patient had a short history of abdominal pain and bloody 
diarrhoea, the second a more prolonged story of anaemia 
and steatorrhoea. The most striking pathological 
finding in both cases was the presence of extensive 
ulceration due to necrotizing arteritis of the small 
intestine. The histological appearances of the arterial 
lesions in both cases were very similar. In the case of 
polyarteritis nodosa there was also complete disorganiza- 
tion of the meseagteric lymph nodes, which were the seat 
of extensive ischaemic necrosis and replacement fibrosis; 
this, together with the ulcerative destruction of the 
intestinal mucosa, was the cause of the sprue-like 
syndrome which was present during life. Another 
interesting feature of this case was the persistent lympho- 
penia (25 to 1,250 lymphocytes per c.mm.), accounted 
for at necropsy by the finding of extensive ischaemic 
necrosis of the splenic lymphoid tissue and by the above- 
mentioned mesenteric lymph-node destruction. 

John R. Forbes 


1019. Clinical Features of Necrotizing Jejunitis with 
Special Reference to Mild Forms. (Die Klinik der 
nekrotisierenden Jejunitis unter besonderer Beriicksichti- 
gung der leichten Verlaufsformen) 

H. WIGAND. Zeitschrift fiir die Gesamte Innere Medizin 
[Z. ges. inn. Med.] 2, 570-576, Sept., 1947. 2 figs., 
7 refs. 


Fifty-five cases of a new syndrome, necrotizing jejunitis, 
which has only been recognized in Germany since the 
autumn of 1946, are described. References are given to 
the literature for details of the clinical picture: 37 cases 
are classified as severe and of the 37 patients 27 died; in 
the mild group of 18 patients only 1 died. The diagnosis 
was proved in 33 cases at operation or necropsy, and in 
the remainder was made on clinical and radiological 
grounds. The age incidence ranged from 18 to 80 years, 
with an average of 55. There were 45 men and 10 
women. The majority of cases occurred from August to 
October, 1946. The disease appears either as an enteritis 
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or as an ileus. Fever was present in about 50% of cases 
and the temperature was never over 103° F. (39-4° C.). 
Stress is laid on the shift to the left in the differential 
leucocyte count, although there is little if any leucocytosis. 
The difference from ordinary gastro-enteritis is that pain 
and tenderness are more marked than the diarrhoea ; 
constipation may be present throughout, blood in the 
stools is common, and the serum protein values tend to be 
low. The ulcers may bleed or perforate. The author 
believes that the disease must be of infective origin, 
and that semi-starvation probably explains its severe 
course. [No mention is made of bacteriological studies.] 
Denys Jennings 


LIVER 


1020. Formation of Hepatic Glycogen in Normal 
Africans and in those Suffering from Malignant Malnutri- 
tion 

E. G. Hoimes and H. C. Lancet [Lancet] 1, 
395-398, March 13, 1948. 2 figs., 9 refs. 


Malignant malnutrition, or kwashiorkor, manifests 
itself by pallor of the negro skin and hair, macrocytic 
anaemia, inability to digest food, the radiological 
pattern of bowel deficiency, oedema, decrease in plasma 
albumin, increase in plasma globulin, and poor response 
to treatment. Liver biopsy reveals severe fatty changes 
proceeding to a fine cirrhosis of the portal tracts; 
accumulations of iron pigment were not observed. The 
present paper describes a study of the ability of the liver 
to store glycogen after glucose injection. The patients 
fasted from the night before the test, which began either 
at 8.30 a.m. or at 1.30 p.m. All patients received gr. 15 
(1 g.) of chloral and of bromide with gr. 4 (32 mg.) of 
morphine an hour before the test. A sample of venous 
blood was withdrawn for initial blood-sugar determina- 
tion and for serum-protein estimation. The abdominal 
wall and peritoneum were infiltrated with procaine and 
the first biopsy specimen was obtained from the right 
lobe of the liver. Glucose, 50 g., dissolved in 1 pint 
(568 ml.) of water was given intravenously as quickly as 
possible. The end of the injection was taken as zero 
time; blood was taken for blood-sugar estimations at 
this point, 60 minutes later, and 120 minutes later. Liver 
biopsies were performed after 60 and 120 minutes. 

Fifteen patients were selected for investigation; 5 were 
normal controls and 10 suffered from malnutrition. All 
the latter had a history of several months’ illness, with 
weakness, wasting, swelling of abdomen and limbs, and 
generally also diarrhoea. Meat was not eaten more 
than once a month and was usually absent from the diet. 
Eggs and milk were not taken. The diet consisted of 
bananas or sweet potato, with the addition of various 
green vegetables and occasionally some peanuts. In 
the 4 controls tested there was an increase in glycogen 
in the liver after glucose administration. Liver glycogen 
fell after glucose administration in 7 of 8 cases of un- 
complicated malnutrition. Two patients are excluded 
because they had concurrent acute infection. One 
patient with severe malnutrition showed no evidence of 
hepatic disease and at necropsy there was much fibrosis 


DISORDERS 


of the pancreas and hyaloglomerulitis of the kidney, 
In one other patient with subacute hepatic necrosis and 
nodular hyperplasia liver glycogen increased after 
glucose, this being explained by the presence of a 
diminished amount of liver tissue functioning normally, 
Serum-protein levels were low both in controls and in 
cases of malnutrition, the serum-albumin levels in the 
cases of malnutrition being, however, lower than in the 
controls. In the cases of malnutrition there is a marked 
decrease in glucose tolerance after intravenous glucose; 
this is a strong argument against the hypothesis that 
glycogen storage in the liver is diminished because of the 
avidity of the tissues in general for the injected glucose, 

It is concluded that since the liver cells are not glycogen- 
free they must be capable of synthesizing glycogen, 
though not apparently direct from glucose. They are 
also capable of mobilizing glycogen, since in only 1 case 


was hypoglycaemia observed. [This excellent paper. 


should be read in full by those interested in this work.] 
Geoffrey McComas 


1021. Hepatic Cirrhosis and Vascular Lesions. (Cir- 
rosis hepatica y lesion vascular) 

C. JIMENEZ D1Az, M. MORALES PLEGUEZUELO, F. VIVAN- 
co, R. PicatosteE, and M. Garripo. Revista Clinica 
Espaiiola [Rev. clin. esp.] 28, 82-91, Jan. 31, 1948. 15 
figs., 15 refs. . 


An attempt was made to reproduce cirrhosis of the 
liver by injecting 80 female rats at different intervals with 
various doses of carbon tetrachloride. The study of the 
livers of these animals, killed in various stages of chronic 
poisoning, revealed that the parenchymal necrotic lesions 
were not responsible for the subsequent formation of 
fibrous tissue. This tissue was formed in the portal 
areas, at the level of the concomitant vascular haemor- 
rhagic lesions which underwent organization, spreading 
in all directions along the interlobular spaces. 

A. Lilker 


1022. Tolerance to Intravenously Administered Protein 
Hydrolysate in Severe Human Liver Cirrhosis 

J. H. Lewis, F. H. L. Taytor, and C. S. Davipson. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 214, 656-661, Dec., 1947. 18 refs. 


An attempt has been made to determine whether 
intravenous protein hydrolysate given in the high- 
protein therapy for liver cirrhosis is effectively used by 
the cirrhotic liver and is deaminized as rapidly as in the 
normal. This was done by measuring the rate of «- 
amino-acid nitrogen removal from the peripheral blood 
and the rate and duration of rise in blood urea. The 
injection consisted of 300 ml. of 15% acid hydrolysate of 
casein with added tryptophan diluted with saline to 
500 ml.; this was given in 1 hour. Blood samples for 
analysis were taken at 1 hour and 4 hours after the 
injection. Results showed wide variation but indicated 
a delayed rise in the mean plasma urea. In controls the 
a-amino-nitrogen level in the blood had returned to 
normal 4 hours after injection, but in the cirrhotic group 
of 8 cases it was still slightly elevated. No satisfactory 
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evidence was obtained that amino-acids are not metabol- 
jzed in the cirrhotic individual as well as in the normal. 
The test was not found of value in estimating impairment 
of renal function. C. L. Cope 


1023. Estimated Hepatic Blood Flow and Hepatic 
Venous Oxygen Content in Cirrhosis of the Liver ‘ 

§. E. BRADLEY, F. J. INGELFINGER, A. E. GrorF, and 
G. P. BRADLEY. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., 
N.¥.] 67, 206-207, Feb., 1948. 6 refs. 


Hepatic blood samples were obtained by a catheter in 
a hepatic vein from patients with Laénnec’s cirrhosis and 
cirrhosis due to schistosomiasis, syphilis, and periportal 
inflammation. Arterial blood was taken at the same 
time from an indwelling needle in the brachial or femoral 
artery. Hepatic blood flow, estimated on the basis of 
the bromsulphalein clearance, was below normal in 7 of 
17 patients. In 3 cases values as estimated were above 
normal, but this may have been due to extrahepatic 
removal of bromsulphalein. Arterio-venous oxygen 
differences were greater than normal in all except 2 cases. 

J. R. Marrack 


1024. The Réle of the Liver in Renal Sulfonamide 
Complications 
J. F. Kuzma and T. Z. PoLttey. American Journal of the 


‘Medical Sciences [Amer. J. med. Sci.] 214, 651-655, 


Dec., 1947. 30 refs. 


The authors add 5 cases, all fatal, to the 14 they had 
previously reported of renal non-obstructive complica- 
tions of sulphonamide therapy. Of these 19 patients, 7 
had marked hepatic disease, in 4 pre-existing and in 3 
induced by sulphonamide therapy. Brief clinical data 
are given and pathological findings are recorded. They 
recall previous evidence that the liver is more readily 
damaged by sulphonamide therapy in cirrhosis and in 
conditions of vitamin deficiencies, and discuss the 
mechanisms through which the liver may be involved. 
It is concluded that the existence of liver disease increases 
the liability to renal complications from sulphonamide 
therapy, and that damage to the liver by the administered 
sulphonamide also increases the risk of renal complica- 
tions. C. L. Cope 


1025. Liver Disease in Johannesburg. Relation to 
Pellagra 

J. GILLMAN and T. GiLLMAN. Lancet [Lancet] 1, 169- 
173, Jan. 31, 1948. 16 refs. 


The authors found that only 33 (12-6%) out of 261 
Africans who died accidentally had normal livers. By 
contrast in a control group of 90 Europeans who died 
accidentally 61 (67-8%) had normal livers. The lesions 
in most of the abnormal livers in Africans could be 
classified on histological grounds into the four types 
already described by these workers as occurring among 
pellagrins. In these types the deposition of large 
quantities of iron is the chief feature and represents a 


. profound metabolic disturbance. It is suggested that the 


large inert iron-containing molecules may complicate the 
primary metabolic disorder associated with liver disease, 
and thus prepare the background for the development 
of premature ,arteriosclerosis, cirrhosis of the liver, 
keloid formation, and reticulosis, all of which are known 
to be prevalent among Africans. 

Christopher Hardwick 


1026. The Effects of Intravenous Injection of Concen- 
trated Human Serum Albumin upon Blood Plasma, 
Ascites, and Renal Functions in Three Patients with 
Cirrhosis of the Liver 

A. J. PATEK, H. MANKIN, H. CoLcHer, A. LOWELL, and 
D. P. Earze. Journal of Clinical Investigation [J. clin. 
Invest.] 27, 135-144, Jan., 1948. 3 figs., 19 refs. 


1027. Osmotic Factors Influencing the Formation of 
Ascites in Patients with Cirrhosis of the Liver 

H. MANKIN and A. LoweLL. Journal of Clinical In- 
vestigation [J. clin. Invest.) 27, 145-153, Jan., 1948. 
5 figs., 33 refs. 


Both of these papers are mainly concerned with factors 
which influence the occurrence of ascites in cirrhosis of 
the liver. Two of the authors, Mankin and Lowell, 
deal in the second paper with questions of osmosis, and 
conclude that approximate osmotic equilibrium exists be- 
tween the plasma and ascitic fluid both during formation 
and retrogression of ascites. The first paper describes 
the effects of injection of concentrated serum albumin 
upon the blood plasma, ascitic fluid, and renal function 
in 3 patients with cirrhosis. The problems of osmosis are 
again fully discussed. The important clinical observa- 
tion, however, was that in none of the 3 patients did 
large intravenous injections of concentrated human 
serum albumin have any beneficial effects whatever. 

J. W. McNee 


1028. Serum Cholinesterase in the Course of Liver 
Infections. (La cholinestérase sérique au cours des 
affections hépatiques) 

P. PASSOUANT and C. BENEZECH. Archives des Maladies 
de Il’ Appareil Digestif [Arch. Mal. Appar. dig.] 37, 76-81, 
Jan.—Feb., 1948. 


Serum cholinesterase values, determined by Stedmann’s 
method, were below normal for 12 patients with cirrhosis 
(1-81 to 4-16) and for 8 patients with jaundice (infective, 
haemolytic, or secondary to neoplasm) (2-23 to 3-85), 
and above normal for 4 patients with jaundice associated 
with gall-stones (4-86 to 6-94). Studies on 7 patients 
showed that a reduction or an increase in liver disorder 
was accompanied respectively by a rise or a fall in serum 
cholinesterase. A low serum cholinesterase value is 
obtained during other infections and is thus not specific 
for liver disorders. A serum cholinesterase determina- 


_ tion accompanied by a phosphatase determination gives 


more definite information about the origin of the jaundice. 
J. E. Page 


See also Section Pathology, Abstracts 875, 879, 
900-2. 
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1029. Effect of Thymectomy, Hyperthyroidism and 
Hypothyroidism on Neuromuscular Atrophy and Regen- 
eration 

R. D1taz-GuERRERO, J. D. THOMSON, and H. M. HINgs. 
American Journal of Physiology [Amer. J. Physiol.] 151, 
91-95, Nov., 1947. 1 fig., 13 refs. 


In view of the association of muscular pathology and 
hyperthyroidism, and the relation of the thymus to 
myasthenia, a study was undertaken to determine the 
effects of thymectomy, thyroxine-induced hyperthy- 
roidism, and thiouracil-induced hypothyroidism on the 
denervation atrophy and neuromuscular regeneration 
following crushing of one tibial nerve in albino rats. 

The muscles were tested by measuring the maximal 
isometric tension developed upon direct and indirect 
electric stimulation, and then the gastrocnemii were 
dissected out and weighed, measurements being made at 
10 to 14, 21, and 28 to 42 days. The criteria were thus 
the “ relative *’ (expressed as a percentage of the contra- 
lateral control) weight of the muscle, the relative strength 
of contraction on direct and indirect stimulation, and the 
ratio of the indirect to the direct response. There was no 
alteration in the rdtio of muscle weight to body weight 
in the animals treated with thyroxine and thiouracil. 
Thymectomy had no effect 4 weeks after denervation. 
In the hypothyroid animals both denervation atrophy 
and regeneration were significantly delayed. In the 
hyperthyroid animals both atrophy and subsequent 
reinnervation and regeneration occurred earlier than in 
controls; this means that the regenerating nerves make 
functional contact with muscles more atrophic than in the 
controls, but in spite of this handicap the regenerating 
muscles of the thyroxine-treated animals were stronger 
and larger than those of the controls 42 days after 
denervation. Since thyroxine does not increase the mass 
or strength of normal skeletal muscle, it is concluded that 
hyperthyroidism facilitates reinnervation and subsequent 
regeneration of muscle while thiouracil has the opposite 
effect; it is believed that these effects are related to the 
respective effects of the drugs on general body growth and 
metabolism. H. Pollak 
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1030. Physiological Mechanism of Experimental Goitro- 
D. P. SapHU. American Journal of Physiology [Amer. J. 
Physiol.) 152, 150-156, Jan., 1948. 1 fig., 17 refs. 


In albino rats (73 to 100 g. body weight) 100 mg. 
potassium iodide daily partially inhibited the goitrogenic 
action of 0-2% thiouracil in the diet. Administration of 
0-5% p-aminobenzoic acid produced only a mild goitro- 
genic effect unaltered by the addition of 10% glycine or 
tyrosine to the diet. When the diet contained 0-3% 
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sulphadiazine there was a pronounced goitrogenic effect; 
glycine addition was without action but tyrosine signifi- 
cantly decreased the size of the thyroid. Where glycine 
was given, both body weight and thyroid weight were 
increased. Tyrosine has a similar effect on the thyroid 
weight in rats given a diet containing 0-1% thiouracil, but 
if, in addition, 3 to 5 yg. d/-thyroxine was injected daily, 
the ratio of the thyroid weight to 100 g. body weight was 
increased. A comparison of 0-1% uracil and thiouracil 
showed after 10 days that the rats given uracil had a higher 
adrenal weight and a lower thyroid weight than those 
given thiouracil alone, whereas in the normal rat the 
thyroid weight was half that in the animals ‘receiving 
uracil and the adrenal weight was some 25% greater. 
C. C. N. Vass 


1031. The Treatment of Thyrotoxicosis with Amino- 
thiazole—Results in Twenty-three Cases 

J. S. McConne.t, J. W. Frost, R. W. WILBuR, and E. 
Rose. Journal of Clinical Endocrinology {J. clin. Endo- 
crinol.] 7, 812-819, Dec., 1947. 10 refs. 


This report deals with the effect of aminothiazole in 23 
patients with thyrotoxicosis, the initial dosage being 0-6 g. 
daily, and the dose for prolonged use 0-1 to 0-2 g. daily. 
The clinical effects and the appearances in excised thyroid 
glands were similar to those with thiouracil treatment, but 
in general aminothiazole was less effective. Moreover, 
in 12 of the 23 patients toxic effects developed and the 
drug had to be stopped. These included fever and 
malaise, joint pains, jaundice (2 cases), and lymphadeno- 
pathy. One woman developed massive urticaria and 
multiple arthritis which persisted for weeks even after the 
drug had been stopped. The main conclusion is, there- 
fore, that aminothiazole compares unfavourably with 
either subtotal thyroidectomy or medical treatment with 
thiouracil; “* the high incidence of untoward reactions 
alone would seem to render this substance impracticable 
for clinical use ’’. D. A. K. Black 


1032. Twenty-one Observations on Muscular Dystrophy 
in Hyperthyroidism. (Vingt et une observations de 
dystrophie musculaire hyperthyroidienne) 

R. FROMENT, P. GUINET, MMe M. Devic, and M. Devic. 
Bulletins et Mémoires de la Société Médicale des Hopi- 
taux de Paris [Bull. Soc. méd. Hép. Paris] 63, 843-850, 
Oct. 31, 1947. 17 refs. 


In 1898 Askanazy demonstrated loss of striation, 
vacuoles, and fatty infiltration in muscles of 4 patients 
with Graves’s disease. Of the present 21 patients, all 
except 1 were women; in 16 toxic signs had existed 
for months, in the remainder for years. Weakness and 
difficulty in rising from a kneeling position were the chief 
muscular symptoms; wasting was found in most of the 
lower limb extensors and much less often in the arm 
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muscles. Biopsies carried out in 3 cases revealed changes 
similar to those found in congenital myopathies. Creatin- 
uria was present in 5 cases. Where the treatment of the 
hyperthyroidism was successful, the muscular dystrophy 
disappeared or was relieved, in one case after only 2 days 
but in most cases after months. Administration of iodine 
and aminothiazole, radium therapy, and thyroidectomy 
were the forms of treatment used. The authors specu- 
late on whether the wasting is due directly to the thyroid 
state, or whether both run parallel for some unknown 
cause. Similar effects are seen in the muscles of animals 
after injection of thyroid extract. It is also emphasized 
that the two opposing states of thyrotoxicosis and myx- 
oedema both produce muscular changes, though these are 
quite different in the two conditions; this suggests that 
the cause may lie in the thyroid itself. 7. E. C. Early 


1033. The Accumulation of Radioactive Iodine by the 
Thyroid Gland in Normal and Thyrotoxic Subjects and the 
Effect of Thiocyanate on its Discharge 

M. M. STANLEY and E. B. Astwoop. Endocrinology 
[Endocrinology] 42, 107-123, Feb., 1948. 3 figs., 15 refs. 


A study was made of 27 normal and 42 thyrotoxic 
subjects. Their thyroid hormone formation was almost 
completely suppressed by the administration of 100 mg. 
of mercaptoimidazole, and 100 microcuries of radio- 
active iodine (114) was then given. The accumulation 
of this in the thyroid gland was followed by means of the 
Geiger—Miiller counter, and when a maximum was 
reached after 14 to 24 hours, 1 g. of potassium thio- 
cyanate (or a similar dose of potassium iodide) was given. 
This resulted in a rapid discharge of the accumulated 
radioactive iodine from the gland, and it disappeared 
almost completely within another 2 to 4 hours. The 
uptake of radioactive iodine by thyrotoxic glands was 
much larger and its subsequent discharge very rapid. 
This difference from the normal permits the detection of 
active thyroid hyperplasia. If the hormone formation 
was not sufficiently inhibited, more iodine was retained 
in the gland, and the degree of this retention was used to 
estimate the efficiency of antithyroid treatment. It is 
suggested that when the hormone formation is arrested 
by treatment, the iodine is stored as the iodide ion. 
In this form it can be discharged easily from the gland, 
whereas after its incorporation into the hormone it 
becomes fixed. The mechanism by which potassium 
thiocyanate acts is unknown; the potassium iodide 
removes the 1**! by its diluting action. 

H. Herxheimer 


1034. Effect of Thyroidectomy and Thiouracil on the 
Plasma Lipids of the Rat. (Efecto de la tiroidectomia y 
del thiouracilo sobre los lipidos del plasma en Ia rata) 
C. JimENEZ Diaz, H. CASTRO MENDOZA, and J. PERIANES. 
Revista Clinica Espafiola (Rev. clin. esp.| 27, 417-420, 
Dec. 31, 1947. 17 refs. 


Total thyroidectomy in 10 rats produced no significant 
change in the plasma lipid fractions. Ten rats given 
thiouracil in their drinking water (0-1%) had on the 
average an increase in total fats, phospholipids, and 


cholesterol in the plasma. The rise in cholesterol was 
due to an increase in the ester fraction. The results 
suggest that after total thyroidectomy in the rat sufficient 
aberrant tissue may remain to prevent the lipid changes 
observed with the ** chemical thyroidectomy ” induced by 
thiouracil. Nevertheless, the rats with thyroidectomy 
did show symptoms suggestive of hypothyroidism. 
L. P. R. Fourman 


1035. Peroxidases in Normal and Activated Thyroids. 
(Las peroxidasas en la tiroides normal y activada) 

M. F. and R. E. Revista de la 
Sociedad Argentina de Biologia [Rev. Soc. argent. Biol.] 
23, 219-225, Dec., 1947. 1 fig., 20 refs. 


Peroxidases may play a part in making iodine available 
for thyroxine synthesis (Westerfield and Lowe, J. biol. 
Chem., 1942, 145, 463), and this is a histochemical study of 
the peroxidase activity of normal thyroids (in guinea-pigs, 
rats, and toads) and of the changes after administration 
of thyrotrophic hormone (10 to 50 units to guinea-pigs). 
The authors compared various methods, using benzidine 
or «-naphthol as reagents. Their own modification of 
the benzidine technique permitted the use of thin sections. 
They found perinuclear peroxidase granules in the 
thyroids of rats and guinea-pigs, and the reaction was 
intensified after giving thyrotrophic hormone. The 
thyroid peroxidases differ from those in marrow cells in 
being more labile and more difficult to demonstrate, and 
in their perinuclear location. Their number varies with 
thyroid activation by pituitary hormone but is not 
related to the height of the follicular epithelium. 

L. P. R. Fourman 


1036. Determination of the Relative Activities of Anti- 
thyroid Compounds in Man Using Radioactive Iodine 
M. M. STANLEY and E. B. Astwoop. Endocrinology 
[Endocrinology] 41, 66-84, July, 1947. 4 figs., 21 refs. 


The rate of iodine uptake by the thyroid was measured 
by giving a dose of radioactive iodine (I*!—the isotope 
with an 8-day half-life) to normal volunteers and measur- 
ing the concentration in the gland by a Geiger counter 
applied to the surface of the neck. The concentration 
rose slowly during the period of absorption and then 
rapidly and parabolically to reach a constant level after 
24 to 48 hours. The parabolic part of the rise became a 
straight line for its first 8 hours when plotted on a square- 
root time scale, though the slope of the line varied 
individually. The slope for any individual was estab- 
lished 1 to 2 hours after the radioactive iodine was 
ingested, and if an antithyroid drug was then given the 
uptake of iodine was interrupted and the activity of the 
drug could be graded according to the degree and dura- 
tion of the interruption. Thirty-two compounds were 
thus tested in doses of 5 to 500 mg. The results obtained 
did not agree with the results of determinations of 
thyroid enlargement in rats caused by the drugs. For 
example, the relative activities of thiouracil, 6-n-propyl- 
thiouracil, thiourea, and 2-aminothiazole were 100, 
1,100, 12, and 10 in the rat experiments and 100, 75, 
100, and 250 in human studies. The results of the 
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tests on human subjects agreed better with clinical experi- 
ence, but discrepancies still remain. These are perhaps 
due to cumulative action, which cannot be assessed by 
this one-dose method of testing. y 

; Peter C. Williams 


1037. Specific Renal Functions in Hyperthyroidism and 
Myxedema. Effects of Treatment ; 
A. C. Corcoran and I. H. PaGe. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.] 7, 801-806, Dec., 
1947. 12 refs. 


The authors have studied 2 patients with hyper- 
thyroidism and 2 patients with myxoedema, using 
inulin and “ diodrast”’ clearances as measures of 
glomerular filtration rate, renal blood flow, maximal 
diodrast excretion (Tmp), and renal vascular resistance. 
They point out that in this type of patient Tm, can be 
taken only as a measure of the metabolic activity of the 
tubular system concerned with the secretion of diodrast, 
and not as a measure of the mass of functioning tubular 
tissue. In hyperthyroidism it was found that plasma 
clearances and Tmy were within normal limits, but Tmp 
fell by about 10% with successful treatment of the hyper- 
thyroidism by operation or thiouracil; this change only 
just exceeds the limit of reproducibility of the method, 
and is much less striking than the increase in diodrast 
excretion which can be produced by giving thyroxine to 
normal dogs. In myxoedema clearances and Tmp were 
notably reduced, and were restored by treatment with 
thyroid extract. It is pointed out that the fall in renal 
clearances in myxoedema is quite out of proportion to 
the rise in hyperthyroidism of equivalent severity. For 
this reason, it is suggested that the depression of renal 
function present in some patients with myxoedema 
reflects in part a functional depression of the anterior 
hypophysis rather than a direct lack of thyroid hormone. 

D. A. K. Black 


1038. Thiouracil, Basal Metabolism, and Specific 
Dynamic Action 
D. P. SapHu and S. Bropy. American Journal of 


Physiology [Amer. J. Physiol.| 151, 130-133, Nov., 1947. 
2 figs., 34 refs. 


A chart is presented showing the daily decline in meta- 
bolic rate, measured by oxygen consumption, in rats on a 
stock diet plus thiouracil (22 to 25 mg. daily). The 
lowest metabolic level of 40% below normal was attained 
in 17 days; after thiouracil was stopped the metabolic 
rate returned to normal in 18 days. In rats on the 
thiouracil diet there was a delayed and depressed specific 
dynamic action for glycine and glutamic acid, but not for 
tyrosine. The latter is of interest in view of Astwood’s 
suggestion that the goitrogenic properties of derivatives 
of thiourea, aminobenzene, and sulphonamides may be 
due to a structural similarity to tyrosine; these substances 
therefore compete, in a vitamin-antivitamin fashion, 
with diiodotyrosine for the enzyme system concerned in 
its conversion to thyroxine. Such a displacement of 
thyroxine by tyrosine is also suggested by Woolley’s 
report (Physiol. Rev., 1947, 27, 308) that the metabolic 


DISORDERS 


effect of thyroxine can be reduced by administering 
tyrosine derivatives. 

This hypothesis of competition between tyrosine and 
thyroxine was tested by giving thiouracil-treated rats 
thyroxine and feeding half of the animals with tyrosine, 
The thyroids of the latter were significantly (12°) heavier 
than in the controls, suggesting a thiouracil-like effect of 
tyrosine. This was substantiated metabolically. In 
rats injected daily with thyroxine and given tyrosine the 
metabolic rate during a 7-day period increased to a 
smaller extent than in those not on tyrosine (Sadhu, 


Univ. Missouri Agric. Sta. Res. Bull., 1948, 408), pre- 


sumably because the tyrosine neutralized or displaced 
some of the thyroxine from the active centres of tissue - 
cells. H. Pollak 


1039. The Iodide Concentrating Mechanism of the Rat 
Thyroid and its Inhibition by Thiocyanate 

J. E. VANDERLAAN and W. P. VANDERLAAN. Endo- 
crinology [Endocrinology] 40, 403-416, June, 1947. § 
figs., 11 refs. 


Young rats on a diet containing 0-1% of propyl- 
thiouracil were injected with 200 yg. of potassium iodide. 
Their thyroid glands were homogenized and _ ultra- 
filtered, and the iodine content was estimated chemically, 
and with the potentiometer and the polarograph. The 
first two methods gave consistent results and showed that 
all the iodine was present as iodide. The propylthioura- 
cil treatment had depleted the gland of iodine, but 
its power to concentrate injected iodide was not lost. 
The concentrations of iodide in serum and thyroid gland 
were determined after the injection of potassium iodide 
labelled with I**4. In normal rats and those given a 
single injection of propylthiouracil an hour before the 
iodide injection the ratio of concentrations in serum and 
gland was 25 to 1, but the ratio was 250 to 1 in rats on 
a diet containing propylthiouracil and was only reduced 
when the amount of iodide injected was more than 100 pg. 
Thyroxine synthesis is rapid, for 20% of the injected 
tracer iodine is taken up in an hour by normal glands, 
but only 1% in rats given propylthiouracil—the iodine- 
concentrating capacity is the same in the two cases but 
the iodide is progressively removed in the normal rats as 
thyroxine synthesis proceeds. 

The injection of 1 mg. of sodium thiocyanate intod young 
rats treated with propylthiouracil removes the little 
iodine that remains in their glands and prevents any 
further iodide concentration when iodide is injected. 
This effect results from doses of thiocyanate as low as 
30 pg. (in rats weighing 75 g.) and persists for several 
houfs after the injection. There is thus a clear distinc- 
tion between the goitrogenic action of thiocyanate and 
that of the thiouracil (and sulphaguanidine) series of 
compounds. Peter C. Williams 


1040. Skeletal Changes in Rats Thyroidectomized on the 
Day of Birth and the Effects of Growth Hormone in Such 
Animals. Tibia, Metacarpal and Caudal Vertebrae 

H. Becks, M. E. Simpson, R. O. Scow, C. W. ASLING, and 
H. M. Evans. Anatomical Record [Anat. Rec.] 100, 
561-569, April, 1948. 11 refs. 
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1041. Am Unusual Case of Adrenal Carcinoma with a 
Note on the Application of a New Colour Test 

L. R. Broster and J. Patterson. British Medical 
Journal {Brit. med. J.) 1, 781-782, April 24, 1948. 2 
refs. 


The patient, a girl aged 144 years, had a history of 
increasing virilism for 18 months, and of fits followed by 
coma for 4 months. On admission she had a right 
spastic hemiplegia (which passed in 3 days), bilateral 
papilloedema, hypoglycaemia, and a large left hypo- 
chondriactumour. Radiographs showed calcified streaks 
in a large adrenal shadow and premature epiphysial 
fusion corresponding to 20 years or over. The 17- 
ketosteroid excretion was 1,980 mg. daily and the 
dehydroisoandrosterone test (Patterson) was strongly 
positive. Death occurred a fortnight after admission, 
and 21 months after the onset of the virilism. At 
necropsy the left adrenal tumour together with the 
attached kidney weighed 64 Ib. (2-98 kg.); microscopic- 
ally the structure was that of a malignant adrenal 
cortical tumour, although mitotic figures were scarce. 
No significant changes were found in other organs and 
there were no secondaries. This case is unique in the 
author’s experience, (1) in having Group I virilism asso- 
ciated with an adreno-cortical neoplasm instead of 
hyperplasia, and (2) in showing striking disturbances of 
both carbohydrate and steroid metabolism. Moreover, 
the opportunity was taken of applying Patterson’s 
urinary colour test (Lancet, 1947, 2, 580) to differentiate 
carcinoma from hyperplasia. Henry Cohen 


1042. Adrenal Feminism Due to Carcinoma of the 
Adrenal Cortex. A Case Report and Review of the 
Literature 

C. N. ARMSTRONG and J. Simpson. British Medical 
Journal (Brit. med. J.] 1, 782-784, April 24, 1948. 


The authors review in detail the 7 recorded cases of 
feminism in the male due to carcinoma of the adrenal 
cortex, and add a case of their own. Their patient, a 
policeman, aged 40, had a tender mass in the left hypo- 
chondrium, and complained of night sweats and wasting. 
In hospital he had a low-grade intermittent pyrexia. 
All investigations then undertaken were negative and he 
was discharged. When he was readmitted 3 months 
later he had bilateral gynaecomastia but no other signs 
of feminism. Pyelography showed the left kidney dis- 


Placed downwards and laterally. The excretion of 17- 


ketosteroids was then 34 mg. in 24hours. At laparotomy 
a month later an irremovable large adherent necrotic 
tumour was found above the left kidney. Subsequently, 
the patient rapidly deteriorated; he became emaciated 
and jaundiced, he developed ascites, and the liver became 
enlarged and nodular. Death occurred 6 months after 
the operation, 11 months after the onset of symptoms. 
Six weeks before the patient died the excretion of 17- 
ketosteroids was 108 mg. in 24 hours. At necropsy there 
was a large lobulated tumour 17 x 13 x 19 cm. occupying 
the site of the left adrenal; for the most part it was 


haemorrhagic or yellow and necrotic; the remainder was 
pink and soft; histology confirmed its adrenal origin 
and carcinomatous nature. There were metastases in 
both lungs, the liver, and the twelfth dorsal vertebral body. 
The testes were not significantly reduced in size, though 
microscopically there were atrophic and fibrous changes; 
other endocrine glands were normal. The breasts 
showed dilated ducts and abundant glandular tissue of 
the female breast type. Henry Cohen 


1043. Cytochemical Evidence for the Cessation of 
Hormone Production in the Zona Glomerulosa of the 
Rat’s Adrenal Cortex After Prolonged Treatment with 
Desoxycorticosterone Acetate 

R. O. Greer and H. W. Deane. Endocrinology [Endo- 
crinology] 40, 417-425, June, 1947. 11 figs., 20 refs. 


The adrenal glands from adult male rats were examined 
for lipids and ketosteroids by staining frozen sections 
with Sudan IV, Sudan black B, and the Schiff reagent, 
and by observing unstained and acetone-extracted 
sections with polarizing and fluorescence microscopes. 
After hypophysectomy the zona fasciculata gradually lost 
lipid (completely by the fifty-sixth day after operation), 
while the zona glomerulosa retained lipid and its keto- 
steroid reactions were intensified. When intact rats or 
rats which had been hypophysectomized for 4 weeks 
were given daily injections of 2 mg. of desoxycorti- 
costerone acetate for 1 to 4 weeks the zona glomerulosa 
began to lose autofluorescence and Schiff’s reaction 
within 7 days; the sudanophil lipids decreased by the 
twelfth day, and by the twenty-eighth day of treatment 
the zone was devoid of lipids. This disappearance of 
lipids is interpreted as a sign of disuse atrophy. 

[This is further evidence for the authors’ view that 
the zona glomerulosa secretes the 11-desoxysteroids that 
control water and electrolyte balance, while the zona 
fasciculata secretes the 11-oxygenated steroids that con- 
trol sugar and protein metabolism, and that only the 
latter process is regulated by the pituitary gland.] 

Peter C. Williams 


1044. Effects of Synthetic 11-Dehydrocorticosterone 
(Compound A) in a Subject with Addison’s Disease 
R. G. SpraGcueE, C. F. Gastineau, H. L. Mason, and 
M. H. Power. American Journal of Medicine (Amer. 
J. Med.} 4, 175-185, Feb., 1948. 4 figs., 19 refs. 


A woman, aged 38, suffering from Addison’s disease, 
received a basal treatment of 3 mg. of 11-desoxycorti- 
costerone acetate daily. In addition she received daily 
during separate periods 50 mg. or 200 mg. of 11-dehydro- 
corticosterone acetate, or 20 mg. of 17-hydroxy-11- 
dehydrocorticosterone intramuscularly. During another 
period the patient was given 100 mg. of free 11-dehydro- 
corticosterone without basal treatment. The 200-mg. 
dose caused an increase in weight of about 2 kg. and in 
the systolic blood pressure of about 20 mm. Hg. The 
salt and water excretion was diminished, and this was the 
case also during administration of free 11-dehydrocorti- 
costerone. The latter did not produce any changes in 
the blood sugar during fasting or in glucose or insulin 
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tolerance. It caused an increase of the “ cortin-like ” 
substances in the urine, and this occurred also after 
administration of 17-hydroxy-11-dehydrocorticosterone, 
which produced a transient increase of salt excretion and 
a slightly diminished response to insulin. 

H. Herxheimer 


1045. Comparison of Liver-glycogen Deposition and 
Work Performance Tests for the Bio-assay of Adrenal 
Cortex Hormones 

M. L. Passt, R. SHEPPARD, and M. H. KUIZENGA. 
Endocrinology [Endocrinology] 41, 55-65, July, 1947. 
4 figs., 23 refs. 


Four adrenal steroids and two adrenal extracts wefe 
tested for their ability to cause liver-glycogen deposition 
in fasting adrenalectomized rats. The extract from hog 
glands had twice the activity of the beef extract per 
gramme of gland. The six regression lines relating log 
dose to liver glycogen concentration were calculated; 
these were parallel and steep, hence the method is 
suitable for bio-assays. The relative activities of the 
four steroids (11-dehydrocorticosterone, corticosterone, 
11-dehydro-17-hydroxycorticosterone, and 17-hydroxy- 
corticosterone) were 48:52: 100: 148, and _ these 
figures agree very well with their relative activities (48 : 
63 : 100 : 192) in sustaining muscular work in adrenalec- 
tomized rats. The four steroids were active in doses of 
0-1 to 1 mg., while 2 mg. of desoxycorticosterone acetate 
was inactive. The two tests are considered to measure the 
activity of the adrenal hormones concerned with carbo- 
hydrate metabolism and the results suggest the import- 
ance of the 17-hydroxyl group for this. 

[The parallel between the regression lines of the extracts 
and the pure steroids suggests that the test is specific. 
The agreement between the results of the two tests is 
remarkable among biological assays.] 

Peter C. Williams 


‘1046. Urinary Excretion of 17-Ketosteroids in Various 
Conditions of Oligophrenia Correlated with some Autopsy 
Observations 

C. E. Benpa and E. M. Bixsy. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.) 7, 503-518, July, 
1947. 13 refs. 


The daily urinary excretion of 17-ketosteroids was 
studied in a number of types of mental defectives. In 
‘conditions not associated with endocrine disturbance— 
for example, familial morons—the 17-ketosteroid excre- 
tion was normal in both sexes. Myotonia dystrophica 
was associated with a low output in both sexes. In 
these cases, necropsy revealed marked genital atrophy, 
and the pituitary showed basophilism and ‘* Crooke’s ” 
changes, but these are regarded by the authors as signs 
of decreased activity—* pituitary goitre”. There was 
adrenal cortical atrophy affecting all zones, and colloid 
goitre. In 3 cretins and one myxoedematous patient 
the 17-ketosteroid excretion was low, in agreement with 
previous reports. Here also there was adrenal cortical 
atrophy affecting all layers. In mongolism there were 
normal or high female values for 17-ketosteroid excretion 


DISORDERS 


in both sexes. Here, although there was genital atrophy, 
and the outer layers of the adrenal cortex were thin, the 
juxta-medullary zone was broad—supporting the view 
that this is the androgen-producing area. 

P. M. F. Bishop 


GENITAL GLANDS 


1047. Behaviour of the Skin Capillaries in Stilboestro} 
Therapy. (Sul comportamento dei capillari cutanej 
durante la terapia stilbenica) (Ricerche capillaroscopiche) 
G. MOonrTANARI and G. SpaDEA. Annali Italiani dj 
Chirurgia [Ann. ital. Chir.] 24, 591-599, Nov.—Dec., 
1947. 3 figs., 9 refs. 


The nail folds of the fingers of 10 patients taking stil- 
boestrol were examined with a capillaroscope. Seven 
of these patients had carcinoma of the breast, 1 had 
carcinoma of the uterus, and 2 had Buerger’s disease. 
The capillary loops were increased in number per field, 
and appeared to be lengthened and widened, and of 
deeper colour. These changes were more marked in the 
women than in the 2 men. The changes occurred quite 
soon after the start of treatment; they reached a maxi- 
mum in about 12 days and regressed after cessation of 
treatment. Tom Rowntree 


1048. Estrone Clearance Test in Infectious Hepatitis 
B. Zonpek and R. BLack. Journal of Clinical Endo- 
crinology [J. clin. Endocrinol.| 7, 519-529, July, 1947. 
17 refs. 


It is known that the liver is the principal site of in- 
activation of oestrogen in the body. This paper describes 
the design and use of a “ clearance’ test to investigate 
changes in this inactivation in liver diseases. The 
urinary and blood oestrogen assays were carried out by 
the method of Allen and Doisy. Urines collected over 
4 to 5 days before the injection of oestrogen were pooled 
for the assay of endogenous oestrogen. After the deter- 
mination of endogenous oestrogen in urine and serum, 
the patient was injected intragluteally with 25 mg. 
oestrone in oil. Four hours after the injection blood 
was withdrawn, and urine was collected during the 3-day 
period after the injection. The oestrone clearance was 
estimated in terms of the excess of oestrone excretion 
during this period over the normal excretion value. 
The result is expressed as a percentage of the injected 
amount of the hormone. Twenty-four patients with 
liver damage were examined. 

Extensive damage of the liver by acute (infective 
hepatitis in pregnancy) or chronic (cirrhosis) liver 
diseases was not associated with an increased endogenous 
oestrone level in the blood and urine. Injected oestrone 
disappeared normally from the organism very rapidly. 
Four hours after oestrone injection, the pre-injection 
oestrone level of the blood was already restored. In 
urine the main excretion of oestrone occurred in the 
first 24 hours. The amount of oestrogens excreted in 
the urine by normal individuals ranged from 0-5% to 
4:5% of the injected hormone amount. Oéestrone 
clearance in patients with infective hepatitis complicated 


by 
chi 
| ab 
ful 
of 
the 
ral 
ca! 
cle 
th 
th 
es' 
fre 
ele 
in, 
ac 
10 
Ci 
W 
K 
C 
al 
of 
be 
li 
st 
fc 
al 
a 
el 
fe 
8 
il 
0 
fl 
0 
1 
E 
E 
J 
4 
I 
s 


GENITAL GLANDS 299 


by pregnancy is increased only in very advanced stages 
of the disease (comatose or pre-comatose condition) 
characterized by loss of ability to synthesize urea: The 
ability to inactivate oestrone is among the last liver 
functions to be extinguished in progressive acute damage 
of the liver. Ability tb inactivate oestrone even outlasted 
the function of urea production. The oestrone clearance 
rate is abnormally high in both moderate and severe 
cases of cirrhosis of the liver. In a very severe case the 
clearance rate increased parallel with the aggravation of 
the clinical condition of the patient. It is probable that 
the oestrone clearance test can be a useful aid in the 
establishment of the prognosis of patients who suffer 
from acute or chronic liver disease. Persistence of 
elevated oestrogen levels in the blood and urine after an 
injection of the hormone is an ominous sign in cases of 
acute and chronic liver disease. P. M. F. Bishop 


1049. The Isolation of Estrone from the Bile of Pregnant 
Cows 

W. H. PEARLMAN, A. E. RaAkorr, A. CANTAROW, and 
K. E. Pascukis. Journal of Biological Chemistry [J. biol. 
Chem.} 170, 173-179, Sept., 1947. 13 refs. 


Oestrone has been isolated from gall-bladder bile of 
cows in an advanced stage of pregnancy in amounts 
approximating 600 jg. per litre; it appears to be the major 
oestrogen of bile. As muchas 70 yg. of «-oestradiol may 
be present in the non-ketonic, weakly acidic phenols; 
little or no oestrogenic activity is exhibited by the 
strongly acidic phenols. Most of the oestrogenic 
material of the bile is present in a free or uncombined 
form. 

The total biliary oestrogen concentration is consider- 
ably greater than that in the blood-of the same species, 
and this supports the previous suggestion by Cantarow 
et al. that the liver removes oestrogen from the blood and 
concentrates it in the bile. In the absence of any in- 
formation about the chemical nature of the blood oestro- 
gen, it is not known whether any chemical change occurs 
in the liver. Levin has reported that the chief faecal 
oestrogen is «-oestradiol; it is suggested that intestinal 
flora may be responsible for the change. No support 
could be found for the suggestion by Miescher that 
oestrogens of the doisynolic type might be normally 


present in the organism, as no biologically active acids 


were found. P. M. F. Bishop 


1050. Syndrome Produced by Absence of the Germinal 
Epithelium without Impairment of the Sertoli or Leydig 
Cells 

E. D. pet CAsTILLo, A. TRABUCCO, and F. A. DE LA BALZE. 
Journal of Clinical Endocrinology [J. clin. Endocrinol. 7, 
493-502, July, 1947. 3 figs., 21 refs. 


The authors discuss three “syndromes” in which 
partial or complete testicular failure is the common 
abnormality, and add 5 cases of a new type. 

In 5 males otherwise apparently normal they found 
small testes and sterility, shown by complete aspermia. 
Testicular biopsy revealed absence only of germinal 


epithelium, the Sertoli (supporting) cells and interstitial 
(Leydig) cells being normal. Assays of follicle-stimulat- 
ing hormone were normal, and in 3 of the patients, on 
whom 17-ketosteroid assays were undertaken, the output 
was rather low. In castrates, eunuchs, and cases of the 
Klinefelter—Reifenstein-Albright syndrome, the output 
of follicle-stimulating hormone is usually increased. 
The authors attribute the unchanged output in their own 
cases to the integrity of the Sertoli cells, which are absent 
in the other conditions. They suggest that these cells 
may secrete an inhibitory substance analogous in its 
effect on the male pituitary to oestrogen in the female. 
No oestrogen assays were undertaken on their cases. In 
support of their hypothesis they note the active appear- 
ance of the Sertoli cells in the absence of spermato- 
genesis, and attribute it to the presence of another, secre- 
tory, function. There was no history of any disease or 
deficiency, which might have explained testicular failure, 
and there were no histological signs, such as peritubular 
fibrosis or intratubular necrosis, suggestive of old or active 
inflammation. The authors prefer to regard the process 
as a developmental failure in which the primitive germinal 
cells fail to migrate to their normal position on the 
urogenital ridge. They reject Charny’s description of a 
similar histological picture as “complete atrophy ’”’, 
although they admit that they cannot exclude postnatal 
factors in its pathogenesis. P. M. F. Bishop. 


1051. Further Studies on the Metabolism of Therapeutic 
Doses of Natural Estrogens in Human Subjects 

C. L. STeaLy and B. F. Stimmer. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.] 8, 67-75, Jan., 1948. 
9 refs. 


One of the authors (Stimmel, J. clin. Endocrinol., 1947, 
7, 364) has previously carried out comparable studies on 
women. The present series concerns urine estimations 
after a single therapeutic dose of a variety of oestrogens 
had been given to a healthy male, aged 47 years, from 
whom both testes had been removed. A control series 
of studies was made on a man suffering from severe 
hepatic cirrhosis (Laennec’s). Pharmaceutical prepara- 
tions used included «-oestradiol, «-oestradiol benzoate, 
«-oestradiol propionate, ethinyl oestradiol, oestrone in 
oil, equine oestrogen mixture, equine conjugated oestro- 
gen mixture, and stilboestrol. 

Two consecutive 24-hour specimens of urine were 
collected immediately after the subject had taken the 
drug. Each specimen was extracted and prepared for a 
chromatographic determination (J. biol. Chem., 1946, 
162, 99). This method was modified so that the residue 
from evaporation of the butyl alcohol was dissolved in 
100 ml. N sodium hydroxide and made up to 250 ml. 
with distilled water. Thirty ml. each of concentrated 
hydrochloric acid and toluol were added and the mixture 
was boiled under reflux for 20 minutes. After cooling 
under running tap water the mixture was extracted with 
ethyl ether (J. biol. Chem. 1946, 165, 73) but toluol was 
carried along in the ether extract. A correction was 
made for the average 30% loss of oestradiol. The authors 
conclude that both the oral and intramuscular routes of 
administration are effective, but only «-oestradiol and 
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oestrone in oil yielded amounts of excreted oestrogens 
suitable for estimation by their method. Though the 
presence of severe liver damage (as judged by one case of 
cirrhosis) allows no impairment of the capacity for 
reversible oestradiol to oestrone interconversion, there is 
greatly reduced capacity for converting administered 
oestrone and oestradiol and almost complete failure of the 
capacity to conjugate them. Metabolism of oestrogens 
in the human male castrate is closely parallel to that 
found in women from whom the uterus and ovaries have 
been removed. Magnus Haines 


1052. Spermatogenesis in a “ Pan-hypopituitary ” 
Eunuchoid, as the Result of Testosterone Therapy 

L. W. Kinsett. Journal of Clinical Endocrinology {J. 
clin. Endocrinol.| 7, 781-786, Dec., 1947. 4 figs., 2 refs. 


A case of eunuchoidism, described as “ pan-hypo- 
pituitary” in origin, was treated by gonadotrophin 
therapy for 60 days; this produced no change in the 
histology of the testes, which, on biopsy before and after 
treatment, had a normal prepuberal structure. The 
17-ketosteroid excretion was not increased above 1 mg. 
in 24 hours by this treatment. Pellets of methyltesto- 
sterone were implanted. After 3 months seminal 
emissions occurred; at first there were no sperms, but a 
month later the sperm count was rising rapidly. The 
patient was growing in ‘height and weight, and his 
external genitals were developing as at puberty. 

H. K. Goadby 


1053. The Effect of Methyltestosterone on the Rate of 
Synthesis of Creatine 

H. D. HoBerMan, E. A. H. Sims, and W. W. ENGSTROM. 
Journal of Biological Chemistry [J. biol. Chem.] 173, 
111-116, March, 1948. 2 figs., 13 refs. 


The effect of methyltestosterone on the rate of synthesis 
of creatine has been studied in a normal human subject 
by means of isotope methods. Evidence is presented that 
methyltestosterone promptly brought about an increase 
in the rate of synthesis of creatine. That this is specifi- 
cally due to the effect of methyltestosterone on the 
reaction or reactions involved in the synthesis of guanido- 
acetic acid is indicated by other data.—{Authors’ 
summary. ] 


1054. The Metabolic Fate of Estrone in Bile Fistula Dogs 
W. H. PEARLMAN, A. E. Rakorr, K. E. PAscukis, A. 
CANTAROW, and A. A. WALKLING. Journal of Biological 
Chemistry [J. biol. Chem.) 173, 175-183, March, 1948. . 
24 refs. 


Massive doses of estrone, as the acetate, were injected 
intramuscularly into 3 external bile fistula dogs. A 
small quantity of estrone and of «-estradiol was isolated 
from the pooled bile specimens. By comparison, the 
urine and feces contained much less estrogen as deter- 
mined by bioassay. Most of the estrogenic substance 
administered cannot be accounted for in the excreta. 

The implications of these findings are discussed.— 
[Authors’ summary.] 


DISORDERS 
PITUITARY 


1055. The Endocrine Disorders Associated with Cushing’s 
Syndrome and Virilism. Report of an Unusual Case 

A. C. Crooxe. Journal of Clinical Endocrinology {J, 
clin. Endocrinol.] 787-794, Dec., 1947. 1 fig., 18 refs. 


A case is described of a woman who developed a clinical 
Cushing’s syndrome (obesity, striae, hirsuties, amenor- 
rhoea) and recovered from this spontaneously after 2 
years. About 24 years later, the symptoms recurred. 


She was subsequently admitted to hospital with a sudden . 


febrile illness, and died 17 days later. Post-mortem 
examination revealed a carcinoma of the right suprarenal 
with generalized secondary deposits in the lungs and 
liver, and multiple healed fractures of ribs. The basophil 
cells of the pituitary appeared to be reduced in number, 
the majority being normal in structure, with a fair number 
of transitional cells; otherwise the gland was normal. 
It is suggested that the original syndrome was due to 
pituitary basophilism which regressed; that this had 
caused hyperplasia of the adrenal cortex, which some 
years later underwent malignant change; this in turn 
caused recrudescence of the original symptoms and signs, 
as well as death from malignant growth. 
H.-K. Goadby 


1056. Production of Ketosis by the Growth and Adreno- 


_ corticotropic Hormones 


L. L. BENNETT, R. E. Kretss, C. H. Li, and H. M. Evans, 
American Journal of Physiology [Amer. J. Physiol.] 152, 
210-215, Jan., 1948. 1 fig., 13 refs. 


Male rats of the Long-Evans strain weighing 80 to 
100 g. were used in these experiments. Urine was 
collected for the first 48 hours of a 72-hour fast. Crude 
anterior pituitary extract or pure growth hormone was 
given twice daily intraperitoneally during the fast; pure 
adrenocorticotrophic hormone was given thrice daily 
by the same route. Growth or adrenocorticotrophic 
hormones in a dose of 2 mg. produced a significant and 
more pronounced ketonuria than did a dose of 54 mg. of 
the crude anterior pituitary extract, which lost its effect 
on boiling. With all these substances there was a pre- 
ponderance in the excretion of 8-hydroxybutyric acid. 

Ketonaemia was studied in animals which fasted for 
20 hours; 0-3 ml. tail blood was obtained before the 
injection of the hormone at hourly intervals. After 3 
hours a second sample of tail blood was obtained. In 
some instances this was immediately followed by a func- 
tional evisceration and a subsequent nephrectomy, and a 
third sample of blood from the inferior vena cava was 
obtained after 30 minutes. Growth hormone or adreno- 
corticotrophic hormone but not lactogenic hormone 
caused a hyperketonaemia in 3 hours. After evisceration 
and nephrectomy no significant difference, in the rates of 
disappearance of the blood ketone bodies in the control or 
hormone-treated animals was observed. In adrenalec- 
tomized rats the growth hormone produced a significant 
ketonaemia, whereas administration of adrenocortico- 
trophin had no effect on the blood ketones. 

Cc. C. N. Vass 
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1057. Calciferol in the Treatment of Cutaneous Tuber- 
culosis 

G. D. PowELL, P. R. PEARSALL, and J. E. M. WIGLEyY. 
British Medical Journal [Brit. med. J.| 1, 386-389, Feb. 
28, 1948. 10 refs. 


Of 12 patients with lupus vulgaris treated with calciferol 
at Charing Cross Hospital, London, 6 were cured and 3 
very much improved, 2 showed slight improvement, and 
1 case failed to respond. All patients were given the 
drug by mouth, mostly in the form of tablets. The usual 
dose was 1 tablet (50,000 i.u. calciferol) 3 times a day for 
about 4 months, followed by a rest for 2 to 8 weeks. 
Four patients also received calciferol either in pure 
alcoholic solution or in oily solution. 

Symptoms of intolerance occurred in most of the cases 


at some stage of treatment—salty taste, thirst, anorexia, 


nausea, vomiting, flatulence, abdominal pain, giddiness, 
or frequency of micturition. Two patients developed 
severe symptoms when taking the tablets but were 
unaffected by the pure vitamin (started 6 weeks after the 
last course of tablets) in dosages of 1,200,000 i.u. weekly 
for 3 weeks. Blood chemistry studies revealed a rise in 
serum calcium in all cases, usually to about 11 mg. per 
100 ml. At this level there were no symptoms except 
thirst; higher levels in some cases (up to 15-2 mg.) were 
nearly always associated with fairly severe symptoms. 
However, no definite relation was noticed between 
severity of symptoms and the serum calcium level. 
There was an initial fall in the serum alkaline phospha- 
tase; when the reading became less than 4-5 King-— 
Armstrong units (normal 3 to 13 units) there were 
nearly always signs of intolerance. Serum cholesterol 
tended to rise at first with calciferol therapy and then to 
fall towards normal with further treatment. 

Discussing possible modes of action of calciferol, the 
authors suggest that the drug has no direct effect on the 
tubercle bacillus but acts by increasing the rate of tissue 
repair. E. W. Prosser Thomas 


1058. Vitamin D in Treatment of Cutaneous Tuberculosis 
G. B. Dowuinc, S. GAuvaAIN, and D. E. MACRAE. 
British Medical Journal (Brit. med. J.) 1, 430-435, March, 
6, 1948. 9 figs., 11 refs. : 


In the present investigation 44 more cases of lupus have 
been added to the 39 cases which were treated by the 
senior author and Prosser Thomas with heavy doses of 
calciferol between 1943 and 1945. Treatment of the new 
group, which included 34 adults and 10 children, began in 
1946. These patients were all in institutions under close 
daily observation, in contrast to the earlier out-patient 
series in which only the effect of calciferol on the disease 
and the incidence of clinical toxicity were noted. Among 
the adult cases of lupus were some of the most severe in 
England. The average age of the patients was 38-5 


years and the average duration of the disease 18-9 years. - 


Of the 34 adults all responded, though unequally; 30 
patients were discharged clinically cured, but 8 of these 
subsequently relapsed. The relapses, however res- 
ponded well to further treatment, which was more 
successful when the disease process was allowed to 
develop for a while than when treatment was restarted at 
the earliest possible moment. Of the 10 children 
clinical cure was obtained in 7, while 3 remained under 
treatment. 

During the early weeks of treatment many of the adults 
appeared to be worse, the redness and swelling of the 
lesions increasing with occasional spontaneous ulceration. 
This Herxheimer-like reaction occurred also in a patient 
with Bazin’s disease, who developed a haemoptysis during 
treatment and died, and in a patient with lupus who 
developed symptoms of pulmonary tuberculosis, though 
radiologically no evidence of that disease had been 
found before treatment was started. Increase in the 
activity of the tuberculous process early in treatment has 
also been observed by Lomholt and others. 

Calciferol was given chiefly by mouth as tablets, oily 
capsules, or in an emulsion of the oily solution, in doses 
of 100,000 to 150,000 i.u. calciferol daily. The dose for 
children was 100,000 i.u. daily. In a few adults who 
received injections of 600,000 i.u. in oily solution twice a 
week the response was notably slower, but no toxic 
effects were observed in this small group. The period of 
treatment ranged from 63 days to 226 days, the average 
being 139 days. In the majority of cases it was found that 
the addition of local treatment greatly accelerated pro- 
gress, either when the disease had been brought under 
control with calciferol or, in fungating lupus, near the 


beginning of treatment. It was also observed that 


patches previously treated by local methods were the first 
to respond to calciferol. Local treatment consisted of 
Finsen or Kromayer-lamp therapy combined with the 
application of selective caustics, particularly picric brass 
paste and liquid acid nitrate of mercury; curettage of 
fungating lesions was followed by the application of pure 
** lysol ”’. 

Thirty-one adult cases of non-cutaneous tuberculosis 
were also treated with calciferol, including cases of tuber- 
culous adenitis, tenosynovitis, peritonitis, bladder and 
joint disease, and dactylitis. Results on the whole were 
extremely good, especially in adenitis, in which calciferol 
sometimes produced some early reaction; shrinkage and 
calcification occurred in all, making subsequent excision 
easy. Two cases of tuberculous peritonitis responded 


spectacularly. Treatment of small joints was satisfactory, - 


but that of large joints was disappointing. Good results. 


were also obtained in 16 cases of tuberculous adenitis in 


children; rapid healing of sinuses was observed. 

The following routine investigations were applied to the 
whole group of lupus cases: (1) Mantoux test. During 
the first 2 weeks of treatment the area of erythema 
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increased in almost every case and thereafter returned to the 
original size or slightly smaller. (2) Sedimentation rate. 
An initial rise was followed by a fall, except in patients 
with toxic effects, in whom a second sharp rise occurred. 
(3) Serum calcium. Clinical results could not be corre- 
lated with quantitative increase in serum calcium. (4) 
Blood counts and weight. In most patients under pro- 
longed treatment there was slight anaemia and some loss 
of weight. (5) Histology. Much histological material 
was collected; for instance, in one case weekly biopsies 
were carried out during 7 months. The changes con- 
sisted essentially in the development of a quantity of 
young connective tissue about the lupus nodules un- 
accompanied by elastic fibres. ‘“* This delicate-looking 
fibrillary tissue seemed to be invading the process, 
breaking it up into fragments, and ultimately appearing 
to replace it almost completely.” 

There was clinical evidence of toxicity in 17 of the 34 
adult cases, and it was observed that during the toxic 
phase clinical improvement was most pronounced. 
Toxic symptoms included pallor, thirst and polyuria, 
constipation, headache, fatigue, loss of appetite, and 
sickness. Among the adults a significant rise in the 
erythrocyte sedimentation rate proved a reliable index of 
the onset of toxicity; in children a rise in the blood urea 
was a signal. Urea-clearance tests indicated that renal 
function was often impaired in patients receiving heavy 
doses of vitamin D, more so in adults than in children. 
Further investigation on this aspect of calciferol therapy 
is proceeding. 

The authors conclude that * calciferol is not a chemo- 
therapeutic agent in the ordinary sense, but that it may be 
a catalyst or an accelerator of a normal process ”’. 

E. W. Prosser Thomas 


1059. Livedo Reticularis Following Tuberculous Phlebitis 
as an Allergic Manifestation of Tuberculosis. (Ober die 
mit einer Livedo reticularis abheilende Phlebitis tuber- 
culosa als selbstandiges Zustandsbild eines tuberkulés 
allergischen Organismus) 

W. Braicu. Dermatologische Wochenschrift. [Derm. 
Wschr., Leipzig] 119, 214-224, 1947. 5 figs., 68 refs. 


Two cases, one of a 34-year-old man and the other of a 
28-year-old woman, are presented. In both there were 
the following skin changes: (1) small painful subcutane- 
ous nodules, the overlying skin being red; (2) livedo 
reticularis, with some induration of the pattern. Histo- 
logically, the subcutaneous nodules were due to phlebitis 
and periphlebitis and showed the characteristics of tuber- 
culous granulation tissue. The presence of this granula- 
tion was most marked in the subcutis. Venous con- 
gestion in these areas was prominent. Some peri- 
arteritis and endarteritis were also found. The areas 
affected were widespread, included parts of the trunk 
and limbs, and were clearly demarcated. The lesions 
progressed at irregular intervals by new extension. In 
one case the nodules disappeared after 6 years, but the 


- livedo reticularis persisted in the affected skin areas. 


In the other case the condition became quiescent after 
4 years. Tuberculin tests were positive and led to a 
sharp though brief flare-up in the existing skin lesions. 


The treatment consisted of ultraviolet irradiation, 
restriction of salt in the diet, and “ bismogenol ”’ injec- 
tions. [Apparently intensive vitamin-D therapy has not 
been tried.] The condition is thought to be primarily a 
tuberculous phlebitis and periphlebitis with the livedo 
reticularis as a secondary change due to the local venous 
congestion. W. Csonka 


1060. Treatment of Lupus Vulgaris by Local Injections 
of Vitamin D,. (Traitement du lupus tuberculeux par 
injections locales de vitamine D,) 

T. JENSEN. Annales de Dermatologie et de Syphiligraphie 
[Ann. Derm. Syph., Paris] 8, 36-39, Jan., 1948. ; 


The author describes the results of treatment of 2 cases 
of lupus vulgaris by local intradermal or subcutaneous 
injections of vitamin Dg, in solution in arachis oil. Two 
concentrations were used, 300,000 units and 900,000 units 
per ml., the latter for points where the skin was closely 
adherent to the subjacent tissues. Injections were given 
at intervals of 10 days. In each case the treatment had 
no appreciable effect for some weeks; then, after a 
violent local inflammatory reaction, lesions rapidly 
regressed. It is suggested that this method is worthy of 
further study, since it may be more effective and entail 
less risk of toxic reactions than the oral method of 
Charpy. James Marshall 


1061. Plantar Warts in School Children with Special 
Reference to Treatment by Curettage 

K. McA-pine. Medical Officer [Med. Offr] 78, 203-205, 
Nov. 8, 1947. 


Plantar warts seem to have become more common in 
recent years. This increased incidence may be in part 
apparent, since more regular and careful inspection of 
children may have resulted in the condition being dis- 
covered more often. Although trivial pathologically, an 
untreated wart may cause disability for many months; 
therefore the provision of adequate treatment is import- 
ant in the school health service. The causal organism is 
considered to be a filter-passing virus, which possibly 
enters only through abraded skin, since the sites most 
commonly affected are the prominences of the plantar 
aspect of the foot—that is, the areas most subject to 
trauma. The mode of spread is generally regarded as 
being through floors and bathmats, but it is noteworthy 
that in only 7 (2%) of the cases under review was more 
than one member of the same family affected. Girls are 
more often. affected than boys in the ratio of about 3 : 1; 
this may be due to their habit of not wearing stockings. 
Prevention is best attempted by securing that children 
who habitually go barefoot should wear shoes, by the 
abolition of communal footwear in schools, and by the 
elimination of sources of infection with efficient treatment. 

The treatment of plantar warts in Leicester, England, is 
carried out at an out-patient operative clinic; about 6 
cases are treated at two Saturday morning sessions pet 
month. The children are brought by ambulance half 
an hour before operation and taken home an hour or 2 
hours afterwards. The technique which has been found 
best is curettage, after application of a tourniquet to the 
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jeg, under gas-oxygen anaesthesia. The average time 
taken is 5 to 6 minutes and the wound is dressed a week 
later. The recurrence rate has been just under 5% in 
398 cases. 

[This paper describes an excellent example of an 
energetic public health authority successfully applying 
known methods to the solution of a troublesome 
problem. ] C. E. Donaldson 


1062. lontophoresis of Pyribenzamine Hydrochloride in 
Pruritic Dermatoses 

T. H. Aaron, S. M. Pecx, and H. A. ABRAMSON. 
Journal of Investigative Dermatology [J. invest. Derm.] 
10, 85-90, Feb., 1948. 9 refs. 


Pyribenzamine hydrochloride in 10% solution in 
distilled water was introduced into various pruritic 
lesions by iontophoresis on consecutive days. It was 
found that the pruritus diminished in a few days and that 
the treated lesion subsided. In some cases, untreated 
areas On other parts of the body were not affected. [In 
none of the 20 cases described is the duration of the 
improvement given.] H. R. Vickers 


1063. Eczematous Cross-hypersensitivity to Azodyes in 
Nylon Stockings and to paraPhenylenediamine 

§. DopkeviTCH and R. L. BAER. Journal of Investigative 
Dermatology [J. invest. Derm.]| 9, 203-211, Oct., 1947. 
6 refs. 


After testing the materials used in the manufacture of 
nylon stockings in order to discover the factors concerned 
in the production of nylon-stocking dermatitis, the 
authors conclude that the causal factors are the various 
azo dyes. The relation between nylon-stocking derma- 
titis and the dermatitis due to para-phenylenediamine, 
and the common chemical basis for the hypersensitivity 
are discussed and explained by the mechanism described 
by Mayer. G. B. Mitchell-Heggs 


1064. Three Cases of Exudative Chronic Discoid and 
Lichenoid Dermatosis (Sulzberger and Garbe) (in 
Shanghai) 

E. Kocsarp. Journal of Investigative Dermatology [J. 
invest. Derm.) 10, 1-9, Jan., 1948. 15 refs. 


The author describes 3 cases of a dermatosis to which 
Sulzberger and Garbe gave the name “ exudative chronic 
discoid and lichenoid dermatitis * in 1937. All3 patients 
were adult Jews with a widespread eruption sparing the 
palms and soles and scalp and particularly affecting 
penis and nose. Itching was intolerable and there was 
marked eosinophilia, which varied with the intensity of 
the eruption. The latter was in places eczematous and 
oozing and in parts lichenified; there was little response 
to the recognized lines of treatment for eczema and there 
was intolerance of such applications as tar. There was 
marked enlargement of inguinal and axillary lymph 
nodes, and in 2 cases an increase of blood lipids. Two 
of these cases responded to subcutaneous injections of a 
2% solution of sodium arsenate in increasing doses, from 


3 to 30 minims (0-2 to 2 ml.), but the third case did not 
respond. As is commonly found in these cases there 
were urticarial phases and a tendency to hyperpigmenta- 
tion with leukodermic patches. Two patients had 
vasomotor rhinitis, and all showed a tendency to second- 
ary septic infections which did not, however, affect 
the course of the disease. Psychopathic disturbances 
appeared to play an important part in aetiology. 

The author believes the affection to be similar to that 
described by Ramel as neuropathic eczema, and he draws 
attention to the resemblance of the lymph-node changes 
to those described by Pautrier and Woringer in a similar 
dermatosis, to which they gave the name reticulose lipo- 
melanique. John T. Ingram 


1065. The Responsiveness of Human Skin to Histamine 
Introduced by the Electrophoretic Technic 

J. SHERMAN and E. H. WALzeR. Journal of Investigative 
Dermatology [J. invest. Derm.] 9, 187-193, Oct., 1947. 
6 refs. 


A series of 127 subjects of both sexes and varying ages 
were studied in order to survey the range of the threshold 
of reactivity of human skin to serial diJutions of histamine 
introduced by the electrophoretic technique. The results 
are analysed according to age and sex of the patients; 
the effect on atopic subjects is compared with the effect 
on non-atopic subjects; and the effect on atopic patients 
treated with pollen extract is compared with that in un- 
treated atopic subjects. The procedure and technique 
are described, and the results correlated in a series of 
tables. G. B. Mitchell-Heggs 


1066. Preliminary Report. The Inhibition of Erythema 
Solare in the Normal Subject with Pyribenzamine 

A. KurTIN, W. BIERMAN, and R. YONTEF. Journal of 
Investigative Dermatology [J. invest. Derm.] 9, 163-164, 
Oct., 1947. 2 refs. 


As the response of the normal subject to the active 
portion of the ultraviolet spectrum suggests a slow release 
of some substance which is responsible for the in- 
flammation, and in view of the reports in recent literature 
attesting the value of antihistamine drugs in the treat- 
ment of “‘ physical allergies”, controlled experiments 
with “* pyribenzamine ”’ iontophoresis in solar erythema 
were carried out. As this method proved effective- the 
use of a local inunction of pyribenzamine in a penetrating 
vehicle is now under test. Preliminary observations 
indicate that this method is effective. Its practical value 
in the prevention of sunburn is evident; it may also be of 
value in the prostration following severe sunburn. 

G. B. Mitchell-Heggs 


1067. Mepacrine Dermatitis 

I. StncH. British Journal of Dermatology and Syphilis 
[Brit. J. Derm. Syph.| 60, 90-105, March, 1948. 4 figs., 
13 refs. 


Cases of atypical lichen planus are described in 83 
patients receiving suppressive mepacrine therapy. 
Aetiological factors, histopathology, and treatment are 
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discussed. There was an acute onset in 70%, with 
generalized and patchy areas of erythema, followed by 
an itchy papular eruption coalescing into brownish 
scaly, follicular hyperkeratoses. Eczematous lesions 
occurred in 15%, exfoliative dermatitis with subsequent 
pigmentation in 4-5%. Later, there were thickened 
scaling papules, plaques, and varicose lesions. In cases 
of insidious onset the signs were similar at first but later 
intractable lesions developed, such as glossitis, slate- 
grey pigmentation of tongue and mouth, pruritus, dry 
scaly skin, pigmented macules, and black warty excre- 
scences. Pigment resembling melanin was found as 
free granules and also in phagocytes; mepacrine could 
be extracted from the lesions. Eruptions subsided on 
the ninth to twenty-second day after cessation of treat- 
ment with mepacrine. 

For treatment of the condition it is recommended that 
administration of mepacrine should be stopped and that 
an attempt should be made to accelerate elimination in 
the urine (high-protein diet, acid salts, and fluids), in the 
bile and faeces by magnesium sulphate, and through the 
skin by application of mild keratolytics to dry lesions. 
It is concluded that mepacrine is the cause of atypical 
lichen planus. G. A. Hodgson 


1068. The Action of Podophyllin in Psoriasis. (L’azione 
della podofillina nella psoriasi) 

A. Prassout and R. Bovert. Minerva Medica [Minerva 
med., Torino] 39, 191-194, Feb. 18, 1948. 5 figs. 


This paper describes another attempt to improve the 


. treatment of psoriasis. The authors considered that 


irritation of the skin around the patches of psoriasis 
produced healing of this area. They tried, therefore, to 
make use of the irritating properties of podophyllin. 
They used a solution of 25 g. in 20 ml. of glycerin and 
80 ml. of spirit. No bandages were necessary. Linen 
was not stained. Treatment was carried out on alternate 
days. After the third application scaling was lessened 
and an erythematous reaction was observed. Later, a 
depigmented zone developed in the centre and a brownish 
ring in the periphery. These changes remained for some 
months. If irritation was severe the applications were 
repeated at longer intervals and a weaker concentration 
of podophyllin was used. The patients relapsed after 
some time, and the periods of remission varied. In 
spite of the relapses the authors believe that this method 
of treatment has definite advantages; as it is easy to apply 
and the beneficial results are obtained in a short time. 

Sullivan and King carried out tests on normal skin 
with a 25% oily preparation of podophyllin. The 
majority of patients gave a positive reaction to patch 
tests, and a second application often produced a more 
severe reaction. Several subjects who gave a negative 
reaction when tested for the first time responded with a 
positive reaction to the second test. The authors regard 
podophyllin, therefore, as a skin-sensitizing agent. 
[This observation should be taken into consideration if 
treatment with podophyllin is attempted.] The original 
paper contains three photomicrographs of skin biopsies 
before and after treatment with podophyllin.] 

Kate Maunsell 


1069. The Use of Nitrogen Mustard in the Treatment of 
Mycosis Fungoides 

R. R. KIERLAND, C. H. WATKINS, and C. C. SHuLLEN. 
BERGER. Journal of Investigative Dermatology [J. invest, 
Derm.] 9, 195-201, Oct., 1947. 2 figs., 6 refs. 


The authors treated 6 patients who had mycosis 
fungoides with nitrogen mustard. The clinical and 
histological effects on the lesions as well as the effect on 
the blood picture are described, together with the toxic 


reactions encountered in the course of treatment. It is | 


suggested that nitrogen mustard is an adjunct to pre- 

viously recognized therapeutic measures and is of par- 

ticular value when x-ray therapy is no longer of benefit. 
G. B. Mitchell-Heggs 


1070. Sarcoma of the Skin after X-ray Therapy. (Uber 
Sarkome der Haut nach Anwendung von Réntgen- 
strahlen) 

W. KnieRER. Dermatologische Wochenschrift (Derm. 
Wschr., Leipzig] 119, 193-195, 1947. 15 refs. 


The author has collected from the literature 17 cases 
of sarcoma after x-ray irradiation, and includes one of 
his own. The latent period between the x-ray therapy 
and the appearance of skin sarcoma varied from 3 to 
30 years. Some degree of radiodermatitis preceded the 
sarcoma in most cases. In his own case, in -which 
irradiation for acne of the face was carried out 27 years 
before, the skin showed atrophy, telangiectases, and 
hyperkeratosis some years before of two sarcomatous 
nodules developed. [No details of the histological 
picture are given, which is a pity as many authorities 
believe these so-called sarcomata to be examples of 
spindle-cell epitheliomata.] G. W. Csonka 


1071. Observations on the Kveim Reaction in Sarcoidosis 
of the American Negro 
C. T. NELSON. Journal of Investigative Dermatology 


[J. invest. Derm.] 10, 15-26, Jan., 1948. 8 figs., 10 refs. 


In 1941 Kveim described a cutaneous reaction in 
sarcoidosis produced by the injection of a heated saline 
suspension of lymph nodes from an active case of sar- 
coidosis. The resulting papule appeared after a few 
weeks, lasted for several months, and showed the 
histological characters of sarcoid. The author found the 
test positive in 7 out of 11 Negroes with active sarcoidosis 


and negative in 6 healed or inactive cases. He also ob- 


tained positive reactions with injections of human spleen 
prepared in the same manner. The Kveim reagent and 
the suspensions of spleen gave negative or evanescent 
reactions in normal subjects and in patients suffering 
from leprosy, granuloma annulare, lymphogranuloma 
venereum, systemic tubérculosis, and carcinomatosis. 
It is suggested that the reaction may be a general tissue 
response in the subject with sarcoidosis rather than an 
allergic reaction. John T. Ingram 


For the relationship of sarcoidosis to tuberculosis, se 
Section Infectious Diseases, Abstracts 1141-2. 
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1072. The Treatment of Syphilis with Penicillin 
J. E. Moore. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 2A, 1-8, March, 1948. 8 figs. 


This paper deals with the experience accumulated 
by the United States Public Health Service in an organized 
co-operative investigation into the treatment with penicil- 


lin of 40,000 patients with early syphilis and of a sub-- 


stantial but smaller number with late syphilis. The in- 
formation raises some fundamental questions on the 
biology and treatment of syphilis. Why is early syphilis 
uniformly curable in the rabbit, whereas in man there is a 
substantial residue of failure? The author asks whether 
this is related to the number of treponemata to be 
destroyed, which may be few in the rabbit but many in 
man, or to factors of tissue localization or immunity. 


_ Fortunately, penicillin resistance has not been observed 


in syphilis in man. In animals the effect of penicillin 
is enhanced by the simultaneous administration of oxo- 
phenarsine hydrochloride (“ mapharside ”’), in an addi- 
tive sense by bismuth, and by pyrexia. 

Analysis of 40,000 cases of early acquired syphilis in 
man revealed an obvious relation between total dose 
and failure rate; the failure rate at 22 months with 
300,000 units is 50%; with 600,000 units it falls to 35%; 
but when the dose reaches 1,200,000 to 4,800,000 
units there is no appreciable difference between the 
failure rates at the end of one year. The effect of a con- 
siderable number of variables is analysed. These in- 
cluded the range of treatment, the intervals between 
doses, the purity of the penicillin, the duration of 
infection, and adjuvant treatment with penicillin. There 
is no statistical difference between results obtained with 
penicillin of low potency and those with penicillin of the 
comparatively higher potency of 900 units or more per 
milligramme. There is an obvious advantage in giving 
treatment early; in patients treated within the first 27 
days the results were materially better than when treat- 
ment was delayed for 4 to 6 weeks and still better than 
when there was a delay of 8 weeks or longer. At the 
end of 12 to 24 months the results from penicillin in 
peanut oil-beeswax are as good as, if not better than, 
those expected from aqueous penicillin. When penicillin 
is combined with bismuth relapse occurs later than when 
the drug is given alone or with arsenic. 

In general the failure rate with a dosage of up to 
4,800,000 units ranges from 25 to 35% This is not 
lowered by the addition of arsenic or bismuth, or of 
arsenic with bismuth, or by fever therapy. These results 
are worse than the best obtainable by treatment with 
metals without penicillin, when the failure rate may be 
only 3 to 10% provided the patient completes treatment 
and is not incapacitated or killed by it. Against this, 
the author points out that penicillin is nearly always 


successful in the prevention of prenatal syphilis, and that 
it is superior to any form of treatment with metal 
chemotherapy in syphilis of the nervous system. In 
every type of neurosyphilis, clinical improvement may 
be expected, according to the extent to which lesions are 
inflammatory rather than degenerative. This study of 
penicillin has provided information within 4 years 
which otherwise would have taken a generation to 
accumulate. T. Anwyl- Davies 


1073. The Treatment of Syphilis with Penicillin 
G. L. M. McE.uGcorr. British Journal of Venereal 
Diseases [Brit, J. vener. Dis.| 24, 9-10, March, 1948. 


The author emphasizes that treatment of syphilis must 
be given in the out-patient department, as the average 
worker can attend only once daily. At St. Mary’s 
Hospital, London, he begins the treatment of early 
syphilis with neoarsphenamine (in preference to arsphen- 
oxide) and bismuth, and postpones the administration of 
penicillin for 10 days because of the difficulty of deciding 
whether a rash on the ninth day may be due to penicillin 
or toarsenic. Treatment is completed in 48 days by giving 
12 injections, at 4-day intervals, of 0-45 g. neoarsphen- 
amine and 0-2 g. of bismuth, together with a total of 4 to 5 
mega units, in 8 to 10 daily injections of 500,000 to 600,000 
units, of penicillin in beeswax—oil. Experience suggests 
that while penicillin may largely replace the arsenicals 


‘bismuth is a safe and efficient adjuvant agent. The 


importance of a constant penicillin level in the tissues 
rather than in the blood is mentioned and also the wastage 
of penicillin by the injection of highly concentrated 
preparations. Patients with late and latent syphilis 
should have the benefit of such a non-toxic drug as 
penicillin, but precautions against Herxheimer reactions 
should be taken by premedication with bismuth, except in 
young pregnant women without physical signs of 
syphilis. T. Anwyl- Davies 


1074. The Treatment of Syphilis with Penicillin 
E. M. Lourie. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 24, 11-15, March, 1948. 12 refs. 


The author draws attention to the potentialities of 
treatment with massive doses of penicillin in early 
syphilis. Three intensive courses of penicillin alone were 
given to 103 ambulatory patients suffering from serum- 
positive primary and secondary syphilis. The results are 
tabulated. The schemes of treatment were: (1) Three 
intramuscular injections of 500,000 units at hourly 
intervals on 5 successive days (total 7-5 mega units), 
(2) Two intramuscular injections of 1,000,000 units with 
an hour’s interval between injections, on 5 successive days 
(total 10 mega units). (3) A single intramuscular _ 
injection of 2,000,000 units on 5 successive days (total 
10 mega units). Course 3 was discontinued as the results 
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were not promising. Courses 1 and 2 seemed equally 
efficacious. Over an observation period of 12 to 18 
months, the figures for the two courses being combined, 
87 to 92% of 24 cases of primary syphilis and 76 to 92% 
of 50 cases of secondary syphilis appeared to be success- 
fully treated. It is suggested that by combining massive 
doses of penicillin with daily injections of 0-09 g. “ neo- 
halarsine or 0-06 g. “‘ mapharside ’’, results may be pro- 
duced which are as good as those now obtained by any 
other form of treatment. T. Anwyl- Davies 


1075. Three Years of Penicillin Alone in Neurosyphilis 
J. H. Sroxes, H. P. Sreicer, and G. D. GAMMoN. 
American Journal of Syphilis, Gonorrhea, and Venereal 
Diseases [Amer. J. Syph.] 32, 28-42, Jan., 1948. 4 figs., 
6 refs. 


This is the fourth in a series of reports from the 
University of Pennsylvania on the treatment for the 
third year with penicillin alone of 361 cases of neuro- 
syphilis. The first 39 cases have done well: in 64% 
fluids are normal or nearly normal and in 82% are much 
improved. The findings in spinal fluid have improved 
in 61% of cases of general paresis; 61% of tabo-paretics; 
75% of tabetics; 73% of cases of meningo-vascular 
syphilis; and 77% of asymptomatic neurosyphilis. Only 
in 14 of 317 cases are the findings in spinal fluid worse. 

The 179 cases in 1946 are classified as cases of “ total 
improvement’? and “marked improvement”; the 
figures for “* total improvement” are much the same as 
those for the previous year: paresis, 63%; tabo-paresis, 
63%; tabes, 60%; and meningo-vascular neurosyphilis, 
79%. ‘* Marked symptomatic improvement ”’ occurred 
in the following proportions: paresis, 46%; tabo-paresis 
45%; tabes, 33%; and meningo-vascular neurosyphilis, 
7%. The proportion of cases in the ** marked improve- 
ment ”’ group has increased so decidedly in the last year 
that it seems possible that penicillin therapy, like malaria 
therapy, causes “‘ a long period of cumulative improve- 
ment after treatment is begun or stopped”. Thus in 
tabo-paresis only 13% of patients were “ markedly 
improved ”’ in 1945, and only 17% of those with meningo- 
vascular syphilis. Usually the degree of improvement 
obtained by one course of penicillin is not materially 
changed by additional courses. Nevertheless, some 
patients do improve with second and third courses. The 
figures support a maximum of 70% improvement; 
beyond this, additional courses and the lapse of time up 
to 2 or 3 years produce only minimal additional effects. 

The response to penicillin is usually most pronounced 
in the first 120 to 200 days; it appears to be more 
effective in dealing with abnormalities in the spinal 
fluid than with symptoms. Its good effect, however, 
continues through all the stages of neurosyphilis from 
asymptomatic neurosyphilis to paresis. In paresis, peni- 
cillin alone produces almost as good a response as 
malaria in the second year and the results are equally 
good in the third year of observation. Symptomatic 
improvement is as good with penicillin and the action 
on the cerebrospinal fluid is better. Similarly, in tabo- 


paresis and meningo-vascular neurosyphilis the im- 


provement in cerebrospinal fluid under penicillin 


DISEASES 


treatment surpasses that obtained with malaria therapy 
and the clinical improvement is equal. In tabes, the 
clinical results are one-third better than those with 
malaria in the second and third years, and the per. 
centage of normal spinal fluids is twice as high after 
penicillin treatment as after malaria in the same period, 
Among 65 patients with lightning pains, 35% showed no 
change and 38% were much improved. — 

Herxheimer reactions may cause serious damage, and 
even 10,000 units is a high dose at the start; doses of 500 
units rising to full dosage in 4 to 5 days are being tried, 
Cardiovascular syphilis complicating neurosyphilis must 
not be treated initially with full doses of penicillin. The 
authors are testing the effect of total doses of 9,600,000 
units of aqueous penicillin, by giving 40,000 to 80,000 
units every 2 hours for 10 to 20 days. T. Anwyl-Davies 


1076. Treatment-failures Following the Use of Penicillin 
in Late Syphilis . 
F. W. REYNOLDS. American Journal of Syphilis, 
Gonorrhea, and Venereal Diseases [Amer. J. Syph.] 32, 
233-242, May, 1948. 1 fig., 23 refs. 


Cases in which penicillin has failed to cure late syphilis 
may be divided into: cases of resistance, those in which 
there is progression in spite of treatment, recurrences, 
and cases in which new lesions develop. Two instances 
of resistant gummatous syphilis are quoted from the 
literature, but clinical progression in spite of penicillin 
is discussed in greater detail. In 6 out of 82 patients with 
asymptomatic neurosyphilis, 6 out of 24 with paresis, 
and 6 out of 33 with tabes dorsalis there was failure from 
this standpoint. Three cases in which bone gummata 
or cutaneous lesions recurred after penicillin treatment 
for late benign syphilis are described. Another patient 
was found to have definite cardiovascular syphilis with 
aortic regurgitation 16 months after a course of 8,000,000 
units of penicillin. In all these conditions, and also in 
primary syphilitic optic atrophy and Erb’s spastic para- 
plegia, penicillin is not recommended as the sole treat- 
ment, and the author draws attention to the fact that he 
has obtained better results in cases of general paresis by 
combining penicillin administration with fever therapy. 

R. R. Willcox 


1077. Development of a Single Standard Slide Test for 
Syphilis 

B. S. Kiting. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 18, 185-192, March, 1948. 38 refs. 


In this article the author discusses the desiderata for 
elaborating a standard test for syphilis which should have 
maximum specificity, sensitivity, uniformity of results, 
simplicity, and rapidity. He considers that cardiolipin 
should form the basis of the antigen, and that it should 
be mixed with lecithin in the proportion of 1 to 9 or 10, 
or 1 to 6-5, or 1 to 25; the addition of cholesterol en- 
hances the sensitivity by converting the globular antigen 
particles to larger needle or plate-like units; an electro- 
lyte such as sodium chloride increases sensitivity by 
depressing the electronegative charge of the antigen 
particles. Water is necessary to disperse the antigen 
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particles and should have a pH of 6:0 to 7:0; buffers to 
counteract acid and other positive ions may be helpful, 
alcohol may or may not be essential, and glycerol in- 
creases the flocculating capacity of the antigen and facili- 
tates the reading of results. For the test proper, serum 
should be heated to 56° C. for 15 to 30 minutes or to 
60° to 63° C. for 3 to 5 minutes; 0-05 ml. of serum is 
the optimum amount and the amount of antigen emulsion 
should be about one-seventh of this: mixing chambers 
should have a diameter of 14 mm. and rotation should be 
at the rate of 180 per minute. Results are read at a 


. magnification of 100; if zone reactions occur dilution 


should be carried out with 1, 3, or 15 parts of saline or 
negative serum; the titre of a syphilitic serum is the 
highest dilution giving a 2 plus reaction. The test would 
need to be modified in some [unstated] way for testing 
spinal fluids. It is thought that a flocculation test is to 
be preferred to a complement-fixation test (C.F.T.), 
because only two reagents are required as against five 
and it takes less time, and that a slide test is preferable to 
atube one. 

[The reply to these assumptions is that “it all 
depends’; in a well-equipped laboratory under the 
charge of an experienced pathologist and where large 
numbers of specimens are tested a batch of 150 to 200 
sera could be tested more rapidly (by Donald’s dropping 
technique) by the C.F.T. than by a flocculation pro- 
cedure; moreover, the same number of tube tests could 
be completed more rapidly than slide tests. When, on 
the other hand, only a very few tests are carried out, the 
flocculation procedure is much quicker than the C.F.T. 
As regards specificity, much depends on the antigen, 
and there seems no a priori reason why a C.F.T. should 
not be as reliable as a flocculation test.] 7. E. Osmond 


1078. Cardiolipin Antigens in Serologic Tests for 
Syphilis 

A. §. GIORDANO, C. S. CULBERTSON, and M. W, HIGGIN- 
BOTHAM. American Journal of Clinical Pathology [Amer. 
J. clin. Path.| 18, 193-198, March, 1948. 7 refs. 


These authors tested large numbers of sera by the 
Venereal Disease Research Laboratory method with 
cardiolipin antigens in parallel with the Mazzini 
microflocculation test. As a general rule the cardiolipin: 
lecithin ratio was 1:9. An analysis of 24,085 tests 
shows that there was agreement between the two tests in 
97-02%, partial agreement in 2-56%, and complete dis- 
agreement in 0-42%. 
disagreement the clinical details suggest that in 8 of the 
cardiolipin tests and 13 of the Mazzini tests there were 
false positive reactions whereas in 62 of the former and 7 
of the latter there were true positive reactions; in 12 
cases no conclusions could be reached. In the doubtful 
and negative groups the cardiolipin test gave three times 
as many false doubtful results as the Mazzini, but 20 
times as many true doubtful results. In a second series 
of 5,034 sera two cardiolipin antigens with a cardio- 
lipin ; lecithin ratio of 1 : 8 were compared: very close 
agreement was obtained, disagreement being noted only 
in 3 cases (0-06%). In a third series pooled positive sera 
in increasing dilutions were tested by the two methods; 


Of the 102 cases in which there was 


5 cardiolipin antigens gave a pronounced uniformity 
of results and all were rather more sensitive than Mazzini 
antigens. It is concluded that cardiolipin antigens 
are highly sensitive and satisfactorily specific: moreover, 
they can be reproduced accurately and so lend them- 
selves to standardization. T. E. Osmond 


1079. Cardiolipin Blood Tests in Syphilis 

J. J. ANDUJAR, M. M. ANDERSON, and E. E. MAZUREK. 
American Journal of Clinical Pathology {Amer. J. clin. . 
Path.] 18, 199-211, March, 1948. 20 refs. 


The theme of this article is that cardiolipin is an 
advance on all other antigens but that the best use has 
not yet been made of it. A total of 24,609 sera was 
examined by two or more of a series of tests including 
standard Kline and Kahn flocculation tests with and 
without cardiolipin, and the Kolmer complement- 
fixation test with ordinary and cardiolipin antigens. 
In a table the results with varying proportions of cardio- 
lipin and lecithin in 24,381 tests are compared with the 
results in a similar number of regular Kline exclusion 
tests; it is considered that there was a fairly close correla- 
tion between the two types of antigen especially when the 
lecithin : cardiolipin ratio was about 9 : 1 or 10: 1 [the 
critical reader will, however, hardly agree with this, 
because when the ratio was 9-4:1 the regular test 
gave 103 positive results against 67 with the cardio- 
lipin]. Another table gives the results with different 
tests on 17,137 sera from patients in various stages of 
syphilis and some who were probably non-syphilitic. 
In general, cardiolipin proved rather more sensitive than 
other antigens in both flocculation and complement- 
fixation tests. As regards false position reactions, 180 
tests with the various methods showed that cardiolipin 
does give such reactions but rather less commonly than _ 
do most antigens, though it gave as many in such condi- 
tions as acute infectious lymphocytosis, brucellosis, or 
Vincent’s angina. It appears that cardiolipin may con- 
tinue to give positive reactions in old and treated syphilitic 
cases almost indefinitely or at any rate long after all other 
tests are negative. It is concluded that cardiolipin is 
easier to work with, is rather more sensitive and specific, 
and has the advantages of being stable and yielding a 
reproducible emulsion. Sponsored universal tests based 
on cardiolipin are urged. T. E. Osmond 


OTHER VENEREAL DISEASES 


1080. Hypospray Administration of Penicillin in the 
Treatment of Gonorrhea 

R. A. Hincson, E. J. Eastey, A. L. Gray, C. B. TUCKER, 
M. R. KIESSELBACH, G. E. PARKHURST, G. S. USHER, and 
H. H. Davipson. Journal of Venereal Disease Informa- 
tion [J. vener. Dis. Inform.] 29, 61-63, March, 1948. 3 
refs. 


The “ hypospray ”’ administers solutions by jet injec- 
tion through the skin without a needle. The apparatus 
employed in this study had a spring pressure of 125 lb. 
(56-7 kg.) and delivered 0-25 ml. of solution per injection. 
Three injections—of 50,000, 50,000 and 100,000 units of 
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penicillin G respectively—were given at hourly intervals, 
Two solutions were prepared for the hypospray contain- 
ing 50,000 and 100,000 units in 0-25 ml. respectively. 
Intense local pain, erythema and oedema, persisting for 
from hours to several days, resulted from injection of the 
stronger solution; the last dose was therefore given as 
two injections of 50,000 units. The biceps, triceps, and 
deltoid muscles were the sites selected and difficulty was 
encountered in penetrating the skin of some Negro 
patients. There was a transient stinging sensation at the 
time of administration but this was lessened if ‘* mety- 
cain ’’ or procaine was added to the hypospray fluid. No 
othere severe effects were noted. 

The authors treated 158 patients with acute gonorrhoea 
by the hypospray and 48 others by similar injections 
given with an ordinary needle. All were admitted to 
hospital for 10 days. The patients were not considered 
cured unless 4 post-treatment cultures were negative. 
Cure rates exceeded 97% by both methods, there being 
only 4 failures with the hypospray and 1 after needle 
injection. These cases all responded to further treat- 
ment. 

[This apparatus, when perfected, may prove a useful 
asset not only in large venereal disease clinics but also 
whenever treatment has to be given to large numbers of 
patients.] R. R. Willcox 


1081. Lymphogranuloma Venereum. Observations on 
Three Hundred and Eighty-eight Patients at Bellevue 
Hospital 

M. J. Costetto and C. S. D’Avanzo. Archives of 
Dermatology and Syphilology [Arch. Derm. Syph., 
Chicago] 57, 112-121, Jan., 1948. 4 figs., 11 refs. 


Over the ten-year period 1936-45, 388 patients with 
lymphogranuloma venereum were admitted to Bellevue 
Hospital, New York. Of these 71-7°% were men and 
73°%% were negroes. The average age was 30-4 years 
and 38-4 years for those with rectal stricture. The 
genitalia and inguinal lymph nodes were involved in 
88-3% and the ano-rectal region in 10-3%. Of the latter 
group 65% were women. Rectal strictures, which make 
lymphogranuloma venereum such a formidable disease, 
occurred in 7-9% of the total number of patients, and 
85% of these were women, in whom the disease is more 
chronic and of longer duration than in men. This 
complication has such disabling consequences that 
periodical proctoscopic examinations are recommended 
to ascertain the existence of proctitis or other rectal 
involvement. Co-existent syphilis was found in 25-5%, 
chancroid in 5:2%, and gonorrhoea in 6-9%. Twelve 
patients (3%) had lymphogranuloma venereum, syphilis, 
and gonorrhoea simultaneously, and 2 had four venereal 
diseases conturrently—lymphogranuloma venereum, 
syphilis, chancroid, and gonorrhoea. Frei’s skin test 
was positive in 95-5% of the patients tested, but the intra- 
venous test with Frei antigen was less reliable, being 
positive in only 86%. The authors observe that the 
Frei skin test should be repeated several times in suspected 
cases of inguinal adenopathy if the reaction is negative at 
first. 

The sulphonamides and rest in bed constitute the best 


treatment for acute cases; even in patients with proctitis 
the sulphonamides are of definite value and shorten the 
period of stay in hospital. The authors found sulpha- 
diazine to be slightly superior to sulphathiazole in routine 
treatment or at least less toxic. T. Anwyl- Davies 


1082. Cultural and Serologic Studies on Granuloma 
Inguinale 

W. DUNHAM and G. RAKE. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 32, 145-149, March, 1948. 4 refs. 


After many unsuccessful attempts to grow Donovania 
granulomatis on artificial media, material from the 
ninety-second egg passage was successfully cultivated by 
incubation at 35° C. for 1 to 2 weeks after planting on 
slants consisting of 10 ml. of beef-heart infusion agar 
with 1 ml. of normal yolk from six-day embryos. Eight 
serial transfers were made with this medium and also to 
slants prepared from 5 ml. of 3°%% agar in tryptone beef- 
heart infusion broth and 5 ml. of modified Levinthal’s 
stock broth. Colonies were irregular in outline, shiny, 
translucent, and grey. An antigen was prepared for 
serological studies by washing and suspending in M/100 
phosphate buffered physiological saline, shaking and 
centrifuging, and employing the supernatant fluid, which 
was preserved in | in 10,000 “ merthiolate”’. When 
complement-fixation tests were carried out with this as 
the antigen, 50 positive reactions were obtained from 
58 sera of patients with granuloma inguinale, from 1 of 
32 with syphilis, from 2 out of 18 with gonorrhoea, 
from 2 of 7 with lymphogranuloma venereum, from 3 of 
10 with chancroid, and from 4 of 19 with varicose ulcers. 
No positive reactions were obtained from the sera of 10 
patients with tuberculosis or of 4 normal persons. 

R. R. Willcox 


1083. Treatment of Chancroid with Streptomycin 

H. L. Hirsu and S. R. TaAGGART. Journal of Venereal 
Disease Information [J. vener. Dis. Inform.] 29, 47-50, 
Feb., 1948. 9 refs. 


Since Mortara and Saito showed that Haemophilus 
ducreyi was sensitive to streptomycin and that this sub- 
stance was effective against experimental chancroid, its 
application to the disease in human subjects was inevi- 
table. The disease was diagnosed in 15 patients by 
means of positive cultures from sores or buboes which had 
been present from 7 days to 3 months, or by the recovery 
of the organisms from smears stained with Pappenheim’s 
stain and a positive Ducrey skin reaction. Three of the 
patients had previously been treated with sulphonamides 
and 2 with penicillin, without improvement. All but one, 
given 2 g., received 1 g. of streptomycin daily in divided 
4-hourly intramuscular injections. Treatment was con- 
tinued until the lesions were healed; this took from 5 to 
25 days; in 11 instances they were healed in less than 
2 weeks. Buboes were aspirated where necessary and 
no toxic effects were noted. The follow-up period 
extended over 1 to 30 weeks, and one possible relapse 
was observed 6 weeks after treatment was completed. 

R. R. Willcox 
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Genito-Urinary Disorders 


| - 1084. The Renal Manifestations of Periarteritis Nodosa 


R. K. Womack and W. R. MATHEws. Journal of 
Urology [J. Urol.] 59, 733-747, April, 1948. 7 figs., 
19 refs. 


. Periarteritis nodosa is a necrotizing vascular disease 
affecting medium-sized and small arteries and arterioles. 
The clinical manifestations are varied and often of a 
bizarre nature. Although usually affecting several 
organs the condition may be limited to one, but the 
kidneys are involved in 80% of cases. The aetiology is as 
yet undetermined; experimentally it has been produced 
by a number of different methods, of which artifically 
produced hypertension or hypersensitivity to serum or 
sulphonamides has been most successful. The lesions 
have been roughly divided into acute, subacute, and 
chronic phases. The initial lesion is a necrosis of the 
vessel wall, usually beginning in the media and sub- 
intimal layers. This is followed by rupture and haemor- 
rhage, thrombosis with infarction, or aneurysmal dilata- 


.tion. The end stage is fibrosis and nodular thickening 


of the arterial wall and surrounding tissue. The classical 
tetrad of symptoms: (1) polymyositis or polyneuritis; 
(2) spasms of abdominal pain; (3) weakness and anaemia; 
and (4) nephritis may all be present but one may pre- 
dominate. A diagnosis is seldom made ante mortem, 
although in some cases superficial nodules appear 
beneath the skin and biopsy may establish the diagnosis. 
The frequency of urinary symptoms has been noted by 
many observers. Haematuria is said to occur in 48% 
of cases, while albumin, casts, and often red cells are 
found at some stage of the disease. Hypertension is 
present in 58% of cases. Three cases are reported with 
detailed histories and clinical and post-mortem findings. 
Each case had presented symptoms of urinary tract 
disease: in one case the condition was mistaken for 
nephrolithiasis, and in another for renal tumour; the 
third patient was admitted for profuse haematuria. 
J. E. Semple 


1085. The Effect of Exercise on the Renal Plasma Fiow 
and Filtration Rate of Normal and Cardiac Subjects 

A. J. MERRILL and W. H. CarGiLt. Journal of Clinical 
Investigation [J. clin. Invest.] 27, 272-277, March, 1948. 
2 figs., 3 refs. 


This paper is a further study of the so-called ** forward 
failure *’ theory of cardiac oedema. Merrill has shown 
in a previous communication (J. clin. Invest., 1946, 25, 
389) that the cardiac output in patients with congestive 
heart failure is low enough to produce a low renat 
plasma flow with renal efferent arteriolar constriction. 
Since reabsorption of salt and water through the tubules 
is almost complete, sodium is retained and oedema is 
Produced. In the majority of patients who have oedema 
at rest, the filtration rate is at or below 70 to 80 ml. per 


minute, which seems to be, as experimental work has 
shown, the critical level for oedema formation. Patients 
with cardiac lesions but whose oedema appeared only on 
exercise had a filtration rate above 70 ml. per minute. 
In 6 cases various forms of mild exercise lowered the renal 
plasma filtration rate below the “ critical’ level. In none 
of the normal controls was there a similar fall. The 
nature of the mechanism involved in the production of 
the low renal filtration when the cardiac output is low is 
still a matter for discussion. A. I. Suchett-Kaye 


1086. Protein Katabolism in Uraemia. Effects of 
Protein-free Diet, Infections, and Blood-transfusions 

J. G. G. Borst. Lancet [Lancet] 1, 824-828, May 29, 
1948. 4 figs., 20 refs. 


The author, at Amsterdam University, has studied in 
6 patients the effect of diet, infection, and blood trans- 
fusion on the protein catabolism in uraemia. The basic 
principle in treatment of uraemia is the restriction of 
protein, energy requirements being supplied from carbo- 
hydrate and fat. Formation of non-protein nitrogen 
may be increased not only by starvation but also by 
protein destruction due to infections, injuries, autolysis 
of injured tissues, and haemolysis. The lowest protein 
catabolism in healthy persons is obtained if practically 
no protein is allowed and enough carbohydrate and fat 
are given to provide a great excess of calories. 

First, the effects of a non-protein diet and blood trans- 
fusion on a “slightly anaemic, but otherwise normal 
man” are described. [No estimates of renal function 
are reported.] After 3 days on a diet of 150 g. butter 
and 200 g. sugar, the amount of urea and ammonia 
formed and the amount of potassium excreted fell to a 
third of the previous levels, thereafter falling to 2-9 g. 
and 13  milliequivalents daily respectively. Blood 
transfusion of 690 ml. was followed by a rise in each case, 
of 1-5 g. and 19 m.eq. respectively. The author cal- 
culates that if this patient had been unable to excrete 
nitrogen, the blood urea level after 23 days of protein- 
free diet would have been 353 mg. per 100 ml., whereas 
the daily ingestion of 1-5 to 2 litres of milk would be 
sufficient to bring the urea within 6 days to 577 mg. per 
100 ml. The formation of urea and ammonia in a 
given period is calculated from the amounts excreted and 
the blood urea levels at the beginning and end of the 
period. From figures for water content of blood and 
total body water the author estimates the total amount of 
urea in the body. Three cases of acute renal insufficiency 
in which the author’s diet was given are described. The 
first patient died after 48 hours, during which he received 
2,400 Calories from butter and sugar. A sharp rise in 
blood urea just before death is ascribed to broncho- 
pneumonia. Another patient had acute glomerulo- 
nephritis and malaria. A rise in blood urea of about 
100 mg. per 100 ml. occurred during a bout of malaria. 
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Though the blood urea stayed at 350 mg. per 100 ml. 
while the diet was given the patient died. In another 
case the blood urea remained at 175 mg. per 100 ml. 
while the diet was being taken, though the patient had 
anuria for 5 days. In a case of chronic nephritis urea 
formation was kept at 1 g. per day with diet. Anorexia 
and the unpalatable diet often prevented intake of enough 
of the protein-free diet to cover calorie requirements. 

G. Loewi 


1087. Intestinal Irrigation in the Treatment of Certain 
Types of Uremia. A Preliminary Report : 

G. D. OPPENHEIMER and S. ROSENAK. Journal of the 
Mount Sinai Hospital [J. Mt Sinai Hosp.| 14, 908-911, 
Jan.—Feb., 1948. 12 refs. 


This method is technically simple and safe compared 
with those in which extravasated heparinized blood is 
dialysed or peritoneal lavage is performed, with its 
dangers of infection. A double-channelled tube is passed 
through the nares into the small gut. The mucosa of 
an intestinal coil acts as dialysing membrane. An iso- 
tonic solution of electrolytes is used for rinsing the gut 
and is removed by suction. There is the difficulty—so 
far not mastered—of emptying the gut completely of the 
dialysate, otherwise it will escape into the lower parts of 
the intestine where it is reabsorbed or gives rise to 
copious watery diarrhoea. This method was used in a 
39-year-old negro suffering from renal failure due to 
chronic bilateral hydronephrosis and pyelonephritis 
secondary to prolonged urethral obstruction. The urea 
nitrogen level in the blood was around 90 mg. per 100 ml., 
the blood pressure was 200/120 mm. Hg. The gut was 
rinsed twice, 4 and 6 gallons (18 and 27 litres) of fluid 
being used respectively. The composition of the rinsing 
fluid was : sodium chloride 0-669%, potassium chloride 
0:004%, calcium chloride 0-01327%, magnesium lactate 
0-0065%, acid sodium phosphate 0-0005%,; sodium 
bicarbonate 0-15%, glucose 1-5% in water. The treat- 
ment lasted on the first occasion for 5 hours, and on the 
second for 18 hours; in the recovered irrigating fluid a 
total nitrogen content of 111 mg. and 70 mg. per 100 ml. 
was found (no total figures are given). The patient died 
16 days later with signs of uraemia and circulatory failure. 
The blood urea dropped to 46 mg. per 100 ml. after 
treatment. L. H. Worth 


1088. The Influence of Available Fluid on the Production 
of Experimental Hemoglobinuric Nephrosis in Rabbits 
J.J. Lauicu. Journal of Experimental Medicine [J. exp. 
Med.) 87, 157-162, Feb. 1, 1948. 9 refs. 


Following his previous demonstration that haemo- 
globinuric nephrosis can be consistently produced when 
rabbits are deprived of water before repeated injections 
of haemoglobin, and using the same multiple injection 
method to give a total dosage of 1-8 g. per kilo body 
weight (equivalent to 1 litre of haemolysed blood in a 
70-kg. man), the author shows that there is a relation 
between the interstitial fluid volume after dehydration 
measured by thiocyanate and the occurrence of uraemia. 
Although low values of interstitial fluid volume were 


observed in the 6 uraemic rabbits, 3 out of 10 other rabbits 
also had low values without high levels of urea in the 
blood, and it is concluded that other factors are cop- 
cerned. Five of the 6 uraemic rabbits died between the 
sixth and eighth days; their kidneys were all much heavier 
than those of the non-uraemic rabbits. Various degrees 
of liver necrosis were found in 3 of the 5 fatal cases: 
some focal necrosis of tubular epithelium and dilatation 
of tubules were also present, but no detailed account of 
these is included. pH changes are given for 7 of the 
animals; during haemoglobin injections the pH varied 
from 5-0 to 6-0, although during the control period of 
water deprivation the range had been 6-6 to 8:2. Two 
out of 3 uraemic rabbits whose urine volumes are 
recorded were anuric.. E. G. L. Bywaters 


1089. Experimental Studies on Therapy of Azotaemia- 
Biochemical Exchanges between Blood and Intraperitoneal 
Isotonic Glucose Solution. (Tentativi sperimentali in 
tema di terapia degli stati azotemici. Scambi equili- 
bratori biochimici tra sangue e soluzione glucosata iso- 
tonica introdotta in peritoneo) 

L. ANTOGNETTI and E. Nove. Archivio “ E. Mara- 
gliano”’ di Patologia e Clinica [Arch. ** E. Maragliano” 
Pat. Clin.] 2, 385-398, Sept.—Oct., 1947. 5 refs. 


A 4% glucose solution, 100 ml. per kilo body weight, 
was injected into the peritoneal cavity of dogs. A blood 
sample was first taken, and samples of peritoneal fluid and 
blood were removed 2, 4, 6, and 8 hours afterwards. 
Blood glucose reached its highest level in 2 hours, 
but the glucose was rapidly metabolized and the blood 
sugar returned to fasting level in 6 hours. Chloride 
passed quickly into the peritoneal fluid, where the con- 
centration eventually exceeded that of the blood, reaching 
a maximum of 610 mg. per 100 ml., while the blood 
chloride fell to 433 mg. per 100 ml. Non-protein nitro- 
gen passed into the fluid, to a maximum concentration of 
36 mg. per 100 ml., but there was no corresponding fall 
in blood in which the level showed a slight rise from 35 
to 45 mg. per 100 ml. Creatine and creatinine concen- 
trations increased in blood and peritoneal fluid. From 
100 to 350 mg. per 100 ml. protein also passed into the 
fluid. With the loss of electrolytes in the blood plasma 
and extracellular fluid, water was transferred into the cells 
and the blood became concentrated. By administration 
of sodium chloride intravenously to counterbalance that 
lost into the peritoneal cavity, the fall in blood chloride 
and the resultant concentration of the blood were 
avoided; 7-5 to 8 g. NaCl was given intravenously in 
50 ml. water, and the blood urea fell by about 25%. 

The authors therefore recommend peritoneal lavage 
with isotonic glucose in cases of uraemia, the fluid being 
removed after 6 hours and the chloride loss being made 
up by giving sodium chloride intravenously or by mouth. 

E. G. Sita-Lumsden 


1090. Continuous Lavage of the Small Intestine as 4 
Means of Treating Renal Insufficiency: Report of Case 
H. M. Ope and D. O. Ferris. Proceedings of the 


Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 23, - 


201-208, April 28, 1948. 18 refs. 
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1091. Intra-articular Alkali Therapy. 
artikulare Alkali-Therapie) 

R. Kron. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 78, 80-93, Jan. 31, 1948. 


This treatment is based on previous work by Robert on 
the beneficial effect of large doses of intravenous sodium 
glycerophosphate on certain chronic joint diseases by 
virtue of its alkalinity. Isotonic sodium bicarbonate, 
1:29%, is injected intra-articularly in increasing doses, 
from 0-5 to 2 ml. at 2-day intervals.. The number of 
injections and the duration of treatment is judged en- 
tirely by the symptoms; usually two to four injections 
are enough, a second course being sometimes given 
5 or 10 months later. Accidental periarticular or intra- 
venous administration is quite harmless. The technique 
of subpatellar injection into the knee-joint is described; 
local analgesia was never employed because the acci- 
dental introduction of a local analgesic into the joint 
cavity might falsify the interpretation of results. Fifteen 
cases of arthritis and arthrosis, in some of which there 
was a causal infective focus, are described, the knee-joint 
being most often and most successfully treated. 

Harold Jarvis 
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1092. Ankylosing Spondylitis 
W. LENNON and I. S. CHAtMerS. Lancet [Lancet] 1, 
12-15, Jan. 3, 1948. 5 figs. 


A general account is given of ankylosing spondy]itis 
based on 32 cases observed during the past year. e 
frequency with which the diagnosis is missed and the 
importance of further investigations in cases of recurrent 
or persistent backache in young males are emphasized. 
Even in early cases there are nearly always radiological 
changes in the sacro-iliac joints and a raised erythrocyte 
sedimentation rate. The section on treatment is largely 
concerned with the prevention or alleviation of kyphosis 
by posture in bed; sleeping on the back without a 
pillow is recommended. H. F. Turney 


1093. Gold Therapy of Rheumatoid Arthritis in Children. 
(Kronisk polyartrit hos barn och dess guldbehandling) 
S. V. Bitte. Nordisk Medicin [|Nord. Med.] 37, 307- 


310, Feb. 13, 1948. - 21 refs. 


The author gives a brief account of the 65 children 
under 15 treated for all forms of chronic polyarthritis 
between 1934 and 1946 at the Swedish Royal Pensions 
Board’s Kuranstalt. Two-thirds of them were treated 
with gold; reports of the use of gold in children are few. 

The disease started at any age (in 3 cases during the 
first year), and in a third of the cases in a single joint, 
often simulating tuberculosis. Trauma was the precipita- 
ting factor in 3 cases. Spread to other joints took up 
to 4 years, and there was a tendency to eventual sym- 


- F. SUNDELIN. 


metrical involvement of the limbs. Fever was never high 
and was absent in most children, but the erythrocyte 
sedimentation rate was raised in 90%. There were 
typical x-ray changes in 73% (decalcification and peri- 
ostitis, then ulceration and reduction of the cartilage, and 
finally ankylosis and deformity); in 24% there was 
also evidence of interference with bony growth in the 
form of broad and bulky epiphyses. Still’s disease was 
diagnosed in none of the children, though many had 
moderately enlarged lymph nodes, some had a palpable 
liver, and 2 had a palpable spleen. No cardiac lesions 
developed during the disease. Haemoglobin values fell 
below 80% in over a third of the cases. 

Gold treatment was given to 45 patients, the total 
amount per course varying from 100 to 400 mg. for a 
weight of 15 kg. to 800 to 1,000 mg. for a weight of 50 kg. 
It was given in 10 injections, usually intramuscularly. 
There were reactions in 84%, such as an increase in pain 
or fever, and 17% developed albuminuria or haematuria, 
a higher percentage than is usual in adults; 53% 
developed definite complications, mainly affecting the 
skin (40%) or the blood (12%). There was no case of 
agranulocytosis, encephalitis, or of serious purpura. The 
incidence of complications was unrelated either to the 
number of injections or to the total amount given. The 
results as assessed at the last discharge showed improve- 
ment in 84%, and very considerable improvement in 58%. 

A. M. M. Wilson 


1094. Gold Treatment in Rheumatoid Arthritis. 
behandling vid kronisk polyartrit) 

Nordisk Medicin [Nord. Med.] 37, 303- 
307, Feb. 13, 1948. 


The author reports the results of treating 1,904 
cases of rheumatoid arthritis with 2,817 courses of gold 
injections at the hospital of the Swedish Royal Pensions 
Board between 1941 and 1946. Two-thirds of the cases 
were given “aurothion” (a gold sodium thiosulphate 
preparation); on the average 0-83 g. of gold metal was 
given in 9 injections. The immediate results were good; 
in over 90% there was subjective and objective evidence 
of general and local improvement. Later results were 
variable and have not been fully worked out. Minor 
complications occurred in 50% and severe ones requiring 
cessation of gold treatment in 4-5% (severe dermatitis, 
granulopenia, purpura, encephalitis, and pneumonia). 
There were 7 deaths, all in women, an incidence of 0-36%. 

The author gives his views on gold therapy, stating 
that the majority of patients are the better for it and that 
some are cured. Complications are often associated 
with improvement in the disease, and he no longer tries 
to prevent or even to treat them unless they are a real 
danger to the patient’s health, and not even then if the 
disease will otherwise lead to invalidism. All complica- 
tions involving the blood or nervous system and all 
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serious complications should be treated in hospital; in 
every case differential white cell and platelet counts and 
urine examination should be carried out as a routine 
before each injection. Large doses of the drug should 
be used, since results are better and complications are 
no more common. Courses should be started as early 
as possible and repeated after 2 to 3 months if improve- 
ment is incomplete, without waiting for a relapse. The 
author does not accept as contraindications to gold 
treatment pernicious anaemia, pulmonary tuberculosis, 
pregnancy, diabetes, slight fever, or secondary anaemia; 
he does not consider the occurrence of dermatitis, 
agranulocytosis, or hepatitis during one course as a good 
reason for not giving another course later, because 
he has found that complications are not more common 
among these cases than among others. However, he 


' does not give gold again to a patient who has once had 


purpura and is chary of giving it to those with kidney 
disease, heart disease, and arteriosclerosis. 
A. M. M. Wilson 


1095. Tests of Possible Antagonism of Gold for Hist- 
amine Toxicity and Certain Allergic Reactions 

W. C. Kuzett and R. H. Dreispacn. Proceedings of 
the Society for Experimental Biology and Medicine {Proc. 
Soc. exp. Biol., N. Y.] 67, 157-158, Feb., 1948. 12 refs. 


Since gold favourably affects rheumatoid arthritis, 
which may be an allergic disease, it was decided to test 
the effect of gold compounds in preventing histamine 
toxicity, anaphylactic shock, and the Arthus pheno- 
menon. Experiments were performed on suitable test 
animals divided into control and experimental groups; 
in no instance did gold have any fundamental action in 
preventing allergy, anaphylaxis, or the Arthus reaction. 

D. P. Nicholson 


1096. The Course of Rheumatoid Arthritis in Patients 
Receiving Simple Medical and Orthopedic Measures 

C. L. SHortT and W. Bauer. New England Journal of 
Medicine [New Engl. J. Med.) 238, 142-148, Jan. 29, 
1948. 34 refs. 


No method so far employed for the treatment of rheu- 
matoid arthritis can justly be considered to be “* specific °’. 
Pending the discovery of such a remedy the authors have 
attempted to assess the long-term course of rheumatoid 
arthritis when it is treated only by simple conservative 
means such as are commonly believed to be of value. 
They consider that a true control series of entirely un- 
treated patients will never be assembled, but that the 
present series will in due course serve as a basis for 
comparison with other forms of therapy. A series of 
250 unselected patients have been under observation for 
an average of 10 years. Of these 50% had definitely 
improved when last seen and 15% were considered to be 
in remission. It was found that certain factors of prog- 
nostic value, such as the presence or absence of prodromal 
symptoms, nature of onset, and the family history of 
similar disease, deserve consideration in the future 
reporting of therapeutic results. 

The results in the present series indicate that about 


DISORDERS 


50% of comparable patients will ultimately improve 
[this is below what some authors have referred to as “ the 
inevitable 75% improvement ”’ as the result of most forms 
of treatment]. Since, however, it is planned to keep these 
patients under observation for the rest of their lives 
further interesting information should ultimately be 
forthcoming. With the present evidence the authors 
state that a “ composite” patient who would be likely 
to respond to treatment would be a man under 40, with 
disease of less than a year’s duration, of normal or nearly 
normal weight, with mild joint involvement, preferably 
asymmetrical, and slightly active disease of mild total 
severity. [This is an important and critical paper and 
the original should be consulted by all rheumatologists,] 
W. S. C. Copeman 


1097. Prolonged Hypercalcemia and Metastatic Calci- 
fication of the Sclera following the Use of Vitamin D in 
the Treatment of Rheumatoid Arthritis 

J. W. Frost, F. W. SUNDERMAN, and I. S. Leopotp, 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 214, 639-644, Dec., 1947. 1 fig., 24 refs. 


The authors describe the case of a woman treated for 
arthritis with large doses of vitamin D for 34 years with 
resulting toxic manifestations. The arthritis was of a 
degenerative type involving shoulders, elbows, knees, 
and lumbar spine. There was radiological evidence of 
demineralization of the pelvis. The daily dose of vitamin 
D had been approximately 200,000 units for the first year, 
150,000 units for the second, 100,000 units for the third, 
and 50,000 units for the remaining 6 months. The 
patient started to develop pain in the left sacro-iliac 
region and down the left sciatic nerve after 3 years’ 
treatment. She then lost 20 Ib. (9 kg.) in weight. Cal- 
cium-containing deposits were found in the conjunctiva. 
On the nasal and temporal sides of each cornea in the 
fissural zone were areas of opacity, shown by the silit- 
lamp to be in the superficial part of the cornea between 
epithelium and the anterior stroma. The lens contained 
spicules in the cortical area. There was radiological 
evidence of calcification of blood vessels posterior to the 
femur, but no structural abnormality of the kidneys. 
There was moderate anaemia. Blood urea nitrogen 
was 28 mg. per 100 ml., serum calcium 12-8 mg. per 
100 ml., and serum alkaline phosphatase 5-5 units. 
Phenolsulphonphthalein excretion was only 20% in 
45 minutes. “* Neo-iopax”’’ excretion was reduced in 
both kidneys. Calcium balance was negative whether 
calcium intake was high or low. Other serum electro- 
lyte levels were within normal limits. The persistent 
hypercalcaemia and depressed renal function are attri- 


buted to the prolonged unsupervised administration of 


vitamin D. Reference is made to 2 similar cases 
previously reported, and warning is given against pro- 
longed uncontrolled use of vitamin D for arthritis. 

C. L. Cope 


1098. Osteoporosis 
F. ALBRIGHT. Annals of Internal Medicine [Ann. intern. 
Med.] 27, 861-882, Dec., 1947. 14 figs., 15 refs. 
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1099. Facial Apraxia and Apraxic Dysarthria 
Pp. W. NATHAN. Brain [Brain] 70, 449-478, Dec., 1947. 
7 figs., 42 refs. 


Four cases of facial apraxia unaccompanied by other 
forms of apraxia are presented. One other case, in 
which facial apraxia was associated with apraxia of the 
left limbs, and one case in which it was associated with 
apraxia of the right upper limb, are presented. It is 
pointed out that facial apraxia is likely to be associated 
with dysarthria, and that many cases of Broca’s aphasia 
have dysarthria due to facial apraxia. The features of 
this dysarthria are given. The course of recovery from 
complete aphonia to dysarthria due to facial apraxia is 
given. The localization of the lesions permitting the 
appearance of facial apraxia and apraxic dysarthria is 
considered. Liepmann’s views on apraxia are presented 
andcriticized. The classification of apraxia is considered. 
Although apraxia is usually divided into ideomotor and 
ideational apraxia, it is pointed out that no case of pure 
ideational apraxia has yet been recorded. It is pointed 
out that apraxia is that state which is due to dissolution 
of the motor cortex. Within this dissolution there are 
degrees, shown by various kinds of apraxia. This 
dissolution affects those movements which have been 
learnt, the more recently acquired suffering before the 
more primitive. When dissolution is complete, the man 
has returned to the state of babyhood.—[Author’s 
summary. } 


1100. The Neuropathological Aspects of Thrombocytic 
Acroangiothrombosis. A Clinico-anatomical Study of 
Generalized Platelet Thrombosis 

R. D. Apams, J. CAMMERMEYER, and P. J. FirTzGERALD. 
Journal of Neurology, Neurosurgery and Psychiatry [J. 
Neurol. Neurosurg. Psychiat.] 11, 27-43, Feb., 1948. 
5 figs., 15 refs. 


The term thrombocytic acroangiothrombosis ”’ is 
Suggested to designate a condition in which platelet 
thrombosis of the terminal vessels is the characteristic 
feature. Fourteen cases described in the literature since 
the first in 1936 are summarized, and the neurological and 
neuropathological findings in 4 original cases are pre- 
sented, with 17 excellent photomicrographs illustrating 
the histological changes. This rare disease begins 
acutely, has a rapid progressive course, and ends fatally 
in a few days or weeks. An acute onset with fever, 
purpura, anaemia, thrombopenia, and cerebral symp- 
toms such as motor weakness or hemiplegia, convulsions, 
confusion, stupor, and coma, with a normal cerebrospinal 
fluid, are the main clinical features. 

Pathological examination revealed widespread throm- 
bosis and a marked endothelial proliferation of the 


arterioles and capillary walls throughout the body, 
especially in the brain, where small foci of parenchymal 
necrosis and petechial haemorrhages sometimes occurred. 
The thrombi were found to be composed of platelets. 
The aetiology is unknown, but it is concluded that the 
condition is an entity with a unique neuropathological 
type of reaction. The- diagnosis is probably best 
established by a bone-marrow biopsy, on examination of 
which platelet thrombi and vascular hyperplasia can often 
be seen. A. M. Stewart-Wallace 


1101. Origin of Tumors of the Midbrain 

J. M. FRIEDMAN and L. GREENSTEIN. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 58, 28-38, July, 1947. 9 figs., 8 refs. 


Tumours confined to the midbrain are rare, even if 
those arising in the pineal body are included. The 
authors examined two gliomatous tumours (an ependymal 
tumour and a spongioblastoma multiforme), which had 
grown into and obstructed the iter of Sylvius.. They 
point out that, in the infolding of embryonal nervous 
tissue which eventually constricts the midbrain round the 
iter, ependymal residues are often left in the subependymal 
plate, and symmetrically placed areas in the wall of the 
developing iter may be denuded of epithelium. The 
authors consider that tumours may arise from these 
ependymal “cell rests”, and that owing to the bare 
areas in the wall of the aqueduct “* any blastomatous 
formation arising from the embryonal elements in the 
basal plate of the aqueduct would tend to be directed in 
its growth into the aqueduct ”’. J. G. Greenfield 


1102. The Electroencephalogram in Encephalitis 

F. A. Gisss and E. L. Gisss. Archives of Neurology and 
Psychiatry (Arch. Neurol. Psychiat., Chicago] 58, 184-192; 
Aug., 1947. 5 figs. 7 refs. 


The authors call attention to the fact that curiously 
little has been written about the electroencephalographic 
changes found in association with encephalitis, although 
some of the most definite abnormalities observed in 
electroencephalography are encountered in this condi- 
tion. This study is based on 240 patients in whom a 
clinical diagnosis was made of encephalitis of varying 
aetiology. They were examined in different phases of 
the disease. Of these 27 were acute cases and all of them 
were associated with either focal or generalized slow 
waves of very high voltage; 33 were subacute cases 
and here also there was a similar but less marked type of 
disturbance. The more severe the illness the more 
abnormal the electroencephalogram. The remaining 
180 patients were examined in the post-encephalitic 
phase and were divided into two groups—96 without 
and 84 with convulsions. Of the 96 only one had 
discharges of epileptic type in the electroencephalogram. 
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remainder had normal electroencephalograms 


except for the occurrence of occasional slow waves, 
although some had paralysis agitans, while in others 
oculogyric crises or narcolepsy were manifest. In the 
other group with convulsions (45% of whom were under 
10 years of age) seizure discharges, especially of wave and 
spike activity of petit mal type, were present in 58%. 
Further there was a much higher focal incidence than in 
idiopathic epilepsy. It is suggested that the electro- 
encephalogram in encephalitis has two functions: 
(1) in diagnosis, since all acute cases showed abnormalities 
as contrasted with acute disseminated sclerosis where 
the electroencephalogram is normal; and (2) in assessing 
the likelihood that epilepsy would ensue and the desira- 
bility of starting anticonvulsant medication to prevent its 
development. Fergus R. Ferguson 


1103. Defects Following Purulent Meningitis Treated 
with Sulphonamides. (Seinresultatene etter sulfonamid- 
terapi ved purulent meningitt) 

M. F. HaGue. Nordisk Medicin [Nord. Med.| 37, 
469-473, March 5, 1948. 1 fig., 10 refs. 


In view of the scanty reports on the late results of 
treatment of purulent meningitis with sulphonamides, 
the author followed up the 108 cases treated in Drammen 
Hospital, Norway, between 1938 and 1947; 27 patients 
had died in the acute phase but of the remaining 81, 67 
were examined personally and 14 were followed up by 
written enquiry. Patients with objective defects were also 
examined by a specialist. The organisms responsible 
in these cases were meningococcus (42), pneumococcus 
(12), streptococcus (2), Haemophilus influenzae (1); 
in 24 the organism was unknown but presumed to be a 
meningococcus. The shortest interval between discharge 
and follow-up was only 6 months, but none of the patients 
had developed new symptoms more than 3 months after 
discharge. 

Defects were classed as organic or psychoneurotic, 
permanent or temporary. [The number of patients 
falling into the four groups is given below, but each 
patient only appears once, although the finding of more 
than one defect in a particular patient was common.] 
Permanent organic defects were present in 10; deafness 
in 6 (total in 2) and unilateral amaurosis, epilepsy, 
hydrocephalus with optic atrophy, and oculomotor 
paresis each in | patient. There were temporary organic 
defects (cranial nerve palsies and deafness) in 6 patients. 
Psychoneurotic defects were commoner, being permanent 
in 28 and temporary in 7 patients. Permanent irrita- 
bility, headache, and impaired memory were the most 
frequent complaints, the condition being reminiscent of 
post-concussional states. The mortality rate and the 
incidence of defects were a little higher in those treated 
before 1942-3, and, since the sulphonamide levels in the 


blood were estimated even in early years, the author - 


suggests that the particular sulphonamide given rather 
than the dose may be the reason. No relation was 
evident between the clinical state or findings in the cere- 
brospinal fluid on admission and the late results, but the 
later patients were admitted to hospital the worse were 
both the immediate and late results. 


In general the incidence of late defects has fallen singe 
the introduction of sulphonamides less than has the 
mortality rate, and in this series the incidence is higher 
than in Lassen’s series of 291 meningococcal cases jp 
Denmark (Ugeskr. Leg. 1942, 25, 659). The author 
thinks that the reason for the latter finding may be the 
relatively late admission of the cases in his series to 
hospital, usually on the third day of the illness. 

A. M. M. Wilson 


See also Section Paediatrics, Abstract 924. 


1104. Relation of Personality Problems to Onset and 
Progress of Multiple Sclerosis 

O. R. LaNGwortuy. Archives of Neurology and 
Psychiatry [Arch. Neurol. Psychiat., Chicago] 59, 13-28, 
Jan., 1948. 6 refs. 


Five case histories are presented of female patients 
with multiple sclerosis who, in addition, showed evidence 
of conversion hysteria. The 4 women whose cases are 
described in detail were emotionally immature and 
involved in a neurotic relationship with their mothers; 
they tended to assume a passive role in their personal 
relationships. In an endeavour to assert themselves they 
chose husbands whom they considered to be inferior, 
and self-assertion on the part of the husband precipitated 
or exacerbated the symptoms of the organic disease, 
In these patients there was pronounced evidence of 
vasomotor instability of the extremities and, since 
Putnam’s pathological studies have suggested that the 
essential lesion in multiple sclerosis is a thrombosis at 
the venous end of the capillaries, it is suggested that one 
cause of such thrombosis may be cerebral vascular 
disturbance resulting from psychological difficulties. 
In 4 of the patients the exacerbation occurred during or 
soon after pregnancy. It was thought that this might be 
due to the psychological stress thereby occasioned rather 
than to the physical changes associated with pregnancy 
and parturition. Psychotherapy was beneficial, the 
symptoms becoming less prominent. John Marshall 


SPINAL CORD 


1105. Congenital Cyst of the Spinal Meninges as Cause 
of Intermittent Compression of the Spinal Cord 

R. D. Apams and W. WeGner. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 58, 
57-69, July, 1947. 3 figs., 12 refs. 


The authors describe 2 cases of intermittent paraplegia 
or quadriplegia in which intrathecal extramedullary cysts 
lined by ciliated columnar epithelium were the cause of 
the symptoms. Both patients were relieved by opera- 
tion. In the first case the disability had begun 13 years 
before the eventual operation. The attacks were charac- 
terized chiefly by pain; all lasted for a few weeks only 
and all were followed by a remission lasting for from | to 
4 years. The tumour was under the laminae of the last 
two thoracic vertebrae and the first lumbar vertebra. 

In the second case, in which the cyst was in the cervical 
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region, the onset was again characterized by pain but the 
paralysis was more severe, affecting the arms, trunk, and 
legs, and necessitating treatment in a respirator. After 
a few weeks the patient recovered and was able to walk. 
He had a short relapse a year later, and 3 years after this 
he had a severe relapse with complete paralysis from the 
neck downwards. This was followed by an almost 
complete recovery. He had two further slight relapses 
and finally, 6 years after the onset, he had another 
episode of complete paralysis except for movement of 
the diaphragm and shrugging of the shoulders. On this 
occasion a laminectomy was performed and an intra- 
dural cyst at the level of the fourth cervical vertebra was 
removed entire. This cyst was also lined by columnar 
epithelium, and cartilage and bone were found in its 
wall. The authors attribute the remissions and relapses 
in the symptoms to alterations of tension within the 
cyst, probably due to alterations in blood chemistry. 
There was no evidence that the cysts were liable to recur- 
rent rupture and this seemed unlikely for other reasons. 
In both cases the diagnosis was uncertain until myelo- 
graphic studies and cerebrospinal fluid examinations 
gave evidence of spinal compression. . 
J. G. Greenfield 


1106. Incidence and Value of Dissociation of Sensation 
in Tabes Dorsalis. (Frequenza e valore della dissocia- 
zione delle sensibilita nella tabe dorsale) 

M. Ferraris. Rivista Sperimentale di Freniatria (Riv. 
sper. Freniat.| 71, 271-304, Dec. 31, 1947. 32 refs. 


This paper consists mainly of tables containing clinical 
details of 70 patients suffering from tabes dorsalis; sensa- 
tion was examined particularly carefully in all these cases. 
In only one patient was there true dissociation of sensa- 
tion, which is supposed to be very frequent in tabes. 
The author therefore concludes that the value of disso- 
ciated sensation for the diagnosis of tabes is very slight. 

F. K. Kessel 


1107. Recurrent Arachnoiditis in the Dorsal Spinal 
Region 

J. D. Frencu. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 58, 200-206, Aug., 
1947, 1 fig., 6 refs. 


Four cases of dorsal spinal arachnoiditis are pre- 
sented. The arachnoiditis was verified in 2 cases at 
operation, and in the author’s view the diagnosis was 
indicated in the remaining 2 cases by virtue of clinical 
manifestations and studies of the subarachnoid space. 
The patients had recurrent episodes of spastic weakness 
and segmental sensory loss with considerable variation 
from time to time in the protein content of the cerebro- 
spinal fluid and in the degree of subarachnoid block as 
shown by manometry. The changes, which were often 
rapid and repeated, appeared to coincide with the recur- 
rence of clinical symptoms. In case 1 a women of 51 
had five exacerbations with a similar clinical picture 
Over a period of 19 years. In case 2 a man of 30 had 
many attacks over a period of 14 years and operation 
Tevealed a cystic arachnoiditis. In case 3 a man of 52 


1108. 


had a variable subarachnoid block with a protein range 
from 15 mg. to 600 mg. per 100 ml. In case 4 there 
were an acute exacerbation and remission of spinal 
arachnoiditis 11 years after operation for epidural - 
abscess in the dorsal region. Emphasis is laid on the 
importance in differential diagnosis of bearing in mind 
the not infrequent occurrence in dorsal arachnoiditis 
of the exacerbation-remission type of course and of a 
possible wide range in the protein content of the cerebro- 
spinal fluid. John Marshall 


OTHER NERVOUS DISEASES 


Early Traumatic Epilepsy 
C. W. M. Wuitry. Brain [Brain] 70, 416-439, Dec., 
1947. 3 figs., 21 refs. 


The author reviews 52 cases of early traumatic epilepsy 
complicating penetrating brain wounds. The cases were 
obtained from two sources; in one series epilepsy 
developed in 6-:7% of cases of gunshot wound of the 
brain within 48 hours. The term “ early ’’ is applied to 
the first few days after the injury and not strictly to the 
first 24 hours. Attacks were usually focal, general, or 
both, and 3 cases of partial continuous epilepsy were 
seen. An analysis of the site of injury suggests that this 
plays little part in determining the incidence of epilepsy, 
though it may influence the type of attack. There is 
evidence that the extent of surface brain damage may be 
important. The “ constitutional ’’ factor, which here 
means a history suggestive of previous epilepsy in either 
the patient or his family, is important in determining early 
traumatic epilepsy. The probability of late epilepsy 
occurring in those having early fits appears to be 
increased. Hugh Garland 


1109. Hallucinations of Remembered Scenes as an 
Epileptic Aura 

P. K. Rosinson and A. C. Watt. Brain [Brain] 70, 
440-448, Dec., 1947. 3 figs., 8 refs. 


Two cases of post-traumatic epilepsy are described. 
In both there were complex visual hallucinations without 
loss of consciousness. In one there was persistence of 
the visual image—visual perseveration. The site of the 
traumatic lesion in both cases was in the vicinity of 
area 19, though on opposite sides of the brain. Because 
of multiple abscesses occipital lobectomy was performed 
in one case, and it is*interesting to note that the visual 
hallucination recurred. :, Hugh Garland 


1110. Myanesin in Hyperkinetic States 
A. R. Hunter and J. M. WATERFALL. Lancet [Lancet} 
1, 366-367, March 6, 1948. 6 refs. 


The authors describe the effect of ‘ myanesin” 
(a, 8-dihydroxy-9-(2-methylphenoxy)-propane) in arrest- 
ing epileptic fits and the involuntary movements of 
Parkinsonism. The drug was given intravenously to 
4 patients. (1) A man, aged 72, had almost continuous 
Jacksonian epileptic attacks involving the right side of his 
body for 40 minutes. He was not unconscious. An 
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intravenous injection of 0-4 g. (about 8 mg. per kilo) of 
myanesin was given and the fits ceased within 30 seconds, 
remaining in abeyance for 90 minutes. No alteration 
in his state of consciousness was produced. (2) A hyper- 
tensive patient with encephalopathy developed epilepsy 
2 hours after lumbar encephalography and the fits 
recurred every 10 minutes. During the sixth fit 0-5 g. 
(about 7 mg. per kilo) of myanesin was injected intra- 
venously and he became immobile within 30 seconds. 
He gradually recovered consciousness within a few hours 
and had no further convulsions. (3) A patient with a 
subdural empyema was having recurrent convulsions. He 
received 10 ml. (? 1 g.) of myanesin intravenously during 
an operation for his condition. There were no fits for 
about 3 hours; when they returned 0-5 g. of myanesin 
stopped them for a further 2 hours. The patient died 
3 days after operation, but he was kept free from fits 
during that time by intramuscular myanesin and an 
occasional dose of paraldehyde. (4) A woman, aged 
56, with Parkinsonism was about to have an operation 
for an incarcerated hernia. Just before the induction of 
anaesthesia myanesin was given intravenously. This 
had little effect until 10 ml. (26 mg. per kilo) had been 
given; her eyelids then dropped and she said she felt 
drowsy and slightly dizzy. Her tremor had almost 
disappeared when the full dose had been given. Three 
days later the same dose was given intravenously, but 
there was only a very temporary reduction in the ampli- 
tude of the tremor. 

The authors note that myanesin was ineffective when 
given by mouth to the last patient, and was also ineffective 
when given to a patient with idiopathic epilepsy who was 
known to respond to phenobarbitone and “* epanutin ”’ 
(phenytoin). They presume that the action of myanesin 
in controlling fits is central rather than peripheral, since 
the time after injection in which it acts, 30 seconds, is just 
a little in excess of the arm~brain circulation time. 

J. MacD. Holmes 


1111. The Control of Epilepsy. An Interim Report on 
3-Methyl-5,5-Phenylethylhydantoin and Phenobarbital 
Therapy 

A. E. Loscatzo. Journal of the American Medical 
Association [J. Amer. med. Ass.| 135, 496-500, Oct. 25, 
1947. 3 figs., 12 refs. 


3-Methyl-5,5-phenylethylhydantoin is a cyclic con- 
densation product of urea and acetic acid; it is sodium- 
free and has the chemical characteristics of a weak acid. 
The effectiveness of the drug in controlling epileptic 
seizures in 67 patients over a period of 3 years is reported. 
The age range was from childhood to 70 years, 65% being 
between 11 years and 40 years. The average duration 
of the attacks was approximately 11 years; 45 patients 
had grand mal attacks, 12 psychomotor attacks, and 
5 petit mal. The d@ttacks were for the most part * idio- 
pathic ’’, but 6 were due to trauma and 4 to birth injury. 
If the therapy in use before the investigation had been 
continued a total of 2,891 attacks would have been 
expected. With the preparation under trial only 
1,140 attacks occurred, a reduction of 60%. In 22 of the 
cases grand mal attacks ceased completely, in 7 cases 


there was no change in frequency, and in 6 a 10% increase 
in the number of attacks was noted. The daily ave 
doses ranged from 0-1 to 0-6 g. of 3-methyl-5,5-phenyl- 
ethylhydantoin with gr. $ to 2 (22 to 130 mg.) of pheno- 
barbitone (only 5 patients had not taken phenobarbitone 
previously). It is the least toxic of all known hydantoins 
in use at present, and symptoms such as ataxia, nausea, 
vomiting, diplopia, and dizziness were not encountered: 
only | patient was unable to take the drug because of a 
rash. Toxic effects did, however, include gum hyper- 
trophy (4 cases), skin rash (3 cases), and slight drowsi- 
ness (10 cases). Commencing with a small dose and 
increasing it gradually minimizes the chance of develop. 
ment of a skin rash. There was a relative lymphocytosis 
in 40%, an observation which is being studied further. 
The drug was continued through four pregnancies and 
attacks of lobar pneumonia and infective hepatitis, with 
no untoward results. Administration in combination 
with phenobarbitone is recommended, since with this 
combination less of the drug was required, the attacks 
decreased in number and lessened in severity, and anxiety 
was allayed. Fergus R. Ferguson 


1112. Non-familial Essential Tremor. (Du _tremble- 
ment essentiel non familial) 

G. Myte and L. vAN BoGAERT. Monatsschrift fiir 
Psychiatrie und Neurologie [Mschr. Psychiat. Neurol.] 115, 
80-90, Jan.—Feb., 1948. 8 figs., 2 refs. 


The case described is that of a female patient, who died 
at the age of 72. She was mentally backward, and at 
the age of 16 or 17 a coarse rapid tremor of the head 
and both arms began; the tremor remained more or less 
unchanged for the rest of her life. At the age of 53 she 
developed paranoid delirium and had to live in an 
asylum. A brother and a sister of the patient had been 
mentally diseased; there were no other cases of tremor in 
her family. After her death examination of the brain 
revealed changes in the putamen and caudate nucleus; 
atrophic changes were observed in the external segment 
of the pallidum and the bulbar olives. In the Purkinje 
cells there was some rarefaction, and in the pallidum 
moderate diffuse cellular and fibrillar gliosis. 

F. K. Kessel 


1113. The Use of Sodium Nicotinate in the Treatment of 
Headache 

A. P. FRIEDMAN and C. BRENNER. New York State 
Journal of Medicine {[N.Y. St. J. Med.] 48, 78, Jan. |, 
1948. 1 ref. 


Intravenous injection of sodium nicotinate did not 
relieve pain in 7 cases of migraine; the pain was, how- 
ever, relieved in all the 7 cases by hypodermic injection of 
dihydroergotamine. In 38 patients with psychogenic 
headache and 35 with post-traumatic headache, the 
results were no better than those obtained from injection 
of physiological saline. S. S. B. Gilder 


1114. Dystrophia Myotonica: A Family History 
W. A. ParKER. Glasgow Medical Journal [Glasg. med. 
J.) 29, 203-211, June, 1948. 8 figs., 17 refs. 
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Psychiatry 


1115. Delusional and Hallucinatory Experiences in 


J. L. DesPpertT. American Journal of Psychiatry [Amer. 
J. Psychiat. 104, 528-537, Feb., 1948. 


The literature on the subject of delusions and hallucina- 
tions is reviewed. This is voluminous as regards adults 
but scanty as regards children. The concepts in relation 
to hallucinations may be divided into three groups: 
(1) The sensory or peripheral concept in which there 
is presumed peripheral stimulation of the sensory organs. 
(2) The psychosensory concept that sensations and 
hallucinations have a common structural basis in the 
same cortical centres, hallucinations being representations 
of sensations in every respect similar to true sensations. 
(3) The psychogenic concept—not necessarily incom- 
patible with (2)—that in hallucinosis there is a regression 
to more primitive and instinctive levels in such a way 
that the differentiation between the real and the unreal 
is absent, thus bringing these phenomena into relation 
with dreams and delirium. This means a regression to 
very early levels, since it is held that the ability to 
distinguish the real from the unreal starts at about the 
age of 3. Freud defined hallucinations as the regressive 
revival of memory images in themselves unconscious. 
In the psychosis the testing of reality is abolished and the 
earlier mode of gratification is re-established, regression 
having taken place beyond the level at which testing of 
reality is possible. Mourgue described the process as 
the breaking through of the sphere of instincts into the 
sphere of orientation and causation, the hallucination 
being “essentially and deeply an organovegetative 
phenomenon and only secondarily a psychic pheno- 
menon”’. In children, in whom the process is simpler, 
the psychotic makes attempts at adjustments by means of 
imagery in patterns reminiscent of the normal child’s 
use of imagery as wish-fulfilment. The hallucinations 
therefore provide an outlet for the patient’s emotional 
disturbance, a justification of his behaviour, and a means 
of satisfying his wishes. 

During 10 years 106 children from 2 to 5 years were 
closely observed. In a comparative investigation of 
15 schizophrenic and 15 normal children of pre-school 
age, the 15 normal children were very closely studied. 
In these it was not possible to demonstrate true hallucina- 
tions and delusions or other disorders characteristic of 
schizophrenic thinking. It can be emphatically stated 
that no evidence of true hallucinations or delusions was 
either given by the children or observed by outsiders 
at home or at school. The author thinks that day- 
dreaming has been too often regarded as the precursor of 
schizophrenia, and that this association may be over- 
Stressed since day-dreaming can be easily distinguished 
from affective withdrawal from reality. 

Hypnogogic hallucinations were often found to be 
associated with anxiety and phobias in children and their 


consequent difficulties in falling asleep. Such children 
are prone to experience mistaken presentations of 
external stimuli, especially when consciousness is clouded 
in the half-waking state. Such hypnogogic hallucinations 
were not necessarily found in the most imaginative 
children, but the repression of anxiety is an important 
factor in the genesis of conflict and the formation of 
hallucinatory and other delusional experiences. Of 
58 children of normal or superior intelligence examined 
for neurotic disorders or behaviour problems, 7 had true 
delusional experiences, 3 with auditory hallucinations, 
3 with paranoid delusions, and 1 with both. These 
experiences are fairly well segregated, leaving the rest 
of the personality undamaged. After the age of 10 or 
11 the experiences more closely resemble those of adults, 
except that they are simply less organized and systema- 
tized. In younger children the breaking through of 
instinctual drives is quite apparent, especially as seen 
through the regression to very primitive behaviour. 
[Illustrative case records are given in this valuable and 
informative paper.] R. G. Gordon 


1116. Intelligence and Emotional Stability 
J.G. Dewan. American Journal of Psychiatry [Amer. J. 
Psychiat.] 104, 548-554, Feb., 1948. 1 fig., 34 refs. 


These observations are founded on the psychiatric 
review of Canadian recruits for service in the war of 
1939-45. The psychiatrist had access to the records of 
the man’s previous health, social status, especially in 
relation to previous attendance at mental clinics or 
hospitals, physical examination, and performance of 
the Canadian Army test M, which was found to correlate 
very highly with intelligence. Each man was assessed 
from the standpoint of mental ability and emotional 
stability; defectives having already been rejected, 
recruits found to be emotionally unstable in a relative 
and practical sense were downgraded as unfit for combat 
service. \ 

Of those diagnosed as mentally retarded 47-7% were 
considered emotionally unstable, while only 19-7% of 
the non-retarded were downgraded for instability. The ~ 
assessments were remarkably consistent though 40 
psychiatrists were employed in the review. Throughout 
it was found that emotional stability was definitely 
correlated with intelligence. No doubt the performance 
of the emotionally unstable in testing was less efficient 
than that of the stable and their motivation to do well 
was less, while highly intelligent recruits controlled 
themselves better and hid their instability, yet there did 
seem to be a close correlation. In a comparison of these 
results with observations on children it is noted that 
Terman found gifted children (I.Q. 140+) to be definitely 
more stable emotionally. Pollock noted that the rate of 
mental disease declines as the degree of intelligence. 
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advances, while Tredgold states that instability is one of 
the most common accompaniments of amentia. 

Terman’s findings would indicate that children of 
superior intelligence have a better understanding of the 
problems they face and are therefore able to adjust them- 
selves better than do the dull children, who are more 
likely to be confused by their difficulties and frustrations. 
In psychotherapy Alvarez has stated that if the patient 
is stupid and has no insight into his problems the prog- 
nosis is hopeless. Although instability is relatively low 
in the intellectually superior group it is far from negligible, 
and 12% of men of very superior intelligence had to 
be rejected because of instability. Very superior intel- 
ligence may enable the subject to grasp the problem, 
but he may be more prone to anticipate future difficulties 
and worry over them; moreover, by reason of his 
superiority, he may be too much differentiated from his 
fellows in a group and thus lose the community support. 
Retarded children tend to come of poor stock, so that 
their early environment is unstable and they themselves 
may be subject to anomalies of the nervous system. The 
tedencies to superior intelligence and emotional stability 
may be due in part to the possession of a highly developed 
and smoothly functioning nervous system, intelligence and 
stability being a reflection of the quality of the organism. 
: R. G. Gordon 


1117. Rorschach Study of Prejudiced Personality , 
S. REICHARD. American Journal of Orthopsychiatry 
[Amer. J. Orthopsychiat.| 18, 280-286, April, 1948. 


This study is directed to the personality structure of 
people showing strong prejudices against various groups, 
especially Jews and Negroes, in contrast with the type of 
person with little prejudice. Only extremes of such 
reactions were studied, and it was assumed that social 
attitudes are not peripheral manifestations but are 
closely related to the core of the personality. This does 
not mean that social cultural influences are not important, 
yet in the same milieu some show marked prejudices and 
others do not. Such discrepancy requires explanation. 
Thirty college women with especially high or low scores 
on prejudice (15 of each) were subjected to an intensive 
investigation, including a clinical interview, a modifica- 
tion of the Murray thematic appreciation test, and a 
Rorschach test. 

The basic personality problem in prejudice seems to 
involve the disposition of the resentment resulting from a 
harsh and restrictive upbringing and failure to receive 
much real love from the parents. Aggression is repressed 
through fear of parental disapproval and is displaced to 
persons outside the immediate group of family friends 
and persons of the subject’s ownclass. There is a general 
repression of instinctive reactions with exaggerated moral 
strictness and compulsive over-emphasis on orderliness 
and cleanliness. There is little work energy and even 
an opposition to intellectual interests. The women 
want to marry and not to continue work after marriage, 
but this apparent femininity is not genuine, as tests show 
that it covers a hostility to men. There is little warmth 
in human relationships and friendship is mostly based on 
considerations of social status and conventional morality. 


Lack of insight into the subject’s own motivations js 
associated with a tendency to deny his or her negative 
aspects. In contrast, the unprejudiced subjects seem to 
have received genuine love from at least one of their 
parents. Their upbringing has generally been less 
restrictive; they have frequently been encouraged to form 
their own opinion and punishment has not been severe. 
Consequently they have not built up dangerous resent. 
ments, which must be repressed, but can discharge their 
aggression on a mild day-to-day basis within the family 
group. They possess a richer personality with more 
capacity for sympathy and insight, and more genuine 
interest in work; they show a greater degree of emotional 
responsiveness. 

The use of the Rorschach test did not reveal statistically 
valid correlations and results were perhaps somewhat 
disappointing, yet they seem to confirm the evidence 
obtained by other techniques that the typical prejudiced 
person is a constricted and inhibited personality, suffering 
from the limitations imposed by a narrow ego. It is 
doubtful if the Rorschach tests could differentiate a 
highly prejudiced person from one with merely aver- 
age prejudice. The usefulness of these tests in this 
respect is limited by the fact that they are a method of 
studying personality structure, not dynamics, and it is 
the latter which have contributed so much to our under: 
standing of the genesis of prejudiced attitudes. The 
Rorschach test does, however, reveal a type of personality 
consistent with the dynamics and thus provides useful 
confirmatory evidence. R. G. Gordon 


1118. Pertussis as a Cause of Mental Deficiency 
S. Levy and H. W. Perry. American Journal of Mental 
Deficiency] 52, 217-226, Jan., 1948. 5 refs. 


The authors consider secondary causes of amentia to 
be more important than primary (hereditary) and that 
post-infective encephalopathies are important in this 
respect. In a previous study 24 out of 34 children who 
had had whooping-cough before they were 2 years old 
were later found to be mentally defective. The present 
study of 1,000 consecutive admissions to a home for 
mental defectives revealed that 350 children were said 
to have had pertussis before admission. Questionaries 
were sent out for further information, but only 128 cases 
were considered worthy of detailed study. Of these 
patients 48 had had pertussis before they were 2, 35 
between the ages of 2 and 5, and 45 after they were 5 
years old. In 20 cases there seemed to be a definite 
relation between the whooping-cough and the mental 
deficiency, since there was a definite interruption of 
mental and physical growth after the illness and 
scattered psychological and neurological abnormalities 
were found, such as might well be accounted for by an 
encephalitis. Moreover, no other factor likely to cause 
retardation was discovered either clinically or patho- 
logically. Of the 20, 8 were classified as idiots, 8 as 
imbeciles, and 4 as low-grade morons. Only 2% of the 
1,000 could therefore be regarded as mentally defective 
because of pertussis, but in most of these the defect was 
severe. R. G. Gordon 


Infectious Diseases 


VIRUS DISEASES 


1119. Survival of the Virus of the Common Cold in 
Collected from Naturally Acquired Cases ‘of 

Common Cold 

M. PoLtarD, C. U. DERNEHL, and C. D. CapLovitz. 

American Journal of Hygiene [Amer. J. Hyg. ] 47, 103-105, 

Jan., 1948. 3 refs. 


The causal agent of the common cold has been shown 
to be present in the washings from the nasal passage 
during the acute stage of the infection. The virus 
remains active for some days, since Seitz filtrates remain 
infective for up to 13 days after collection. The present 
work was undertaken to see how long the virus would 
survive in the frozen state at —20°C. The fluid used for 
washing the nasal passages consisted of 2% normal 
rabbit serum in normal saline; after the virus had been 
collected the material was frozen. At intervals, human 
volunteers were inoculated, and it was found that the 
viral agent could remain active and produce the common 
cold in volunteers 115 days after collection. J. Smith 


1120. Immunological Studies with Common 
Infection 

M. PoLLarD and C. D. CapLovitz. American Journal 
of Hygiene [Amer. J. Hyg.] 47, 106-112, Jan., 1948. 
14 refs. 


The authors present the results of their experiments on 
the production of artificial immunity to the common cold 
in human volunteers. The viruses were obtained from 
individuals during an acute attack by washing the nasal 
passages with normal saline containing 2% normal 
rabbit serum and then storing at —20° C. Before use 
the washings were rapidly thawed and then filtered 
through Seitz E.K. filter pads; cultural tests of the 
filtrates on blood-agar and thioglycollate media showed 
them to be sterile. 

Eight volunteers were inoculated, and 7 of these 
developed typical symptoms of the common cold. 
Eleven days later all the previous 8 together with 2 new 
controls were reinoculated; 2 of those previously 
infected developed fresh but mild attacks, while the 2 new 
control cases developed severe infections. These speci- 
mens of nasal washings were then each treated with 
30,000 units of penicillin and were inoculated into the 
chorio-allantoic membranes of developing chick embryos, 
passaged, and tested on further human volunteers for 
infectivity. The results obtained were: Strain I gave 
negative results with the chorio-allantoic fluid from the 
second passage; Strain If was infectious during the 
first two passages, but produced only a mild reaction or 
none at all with the material from the third or later 
passages. Strain III was able to produce symptoms of the 
common cold after 9, 11, and 12 series of consecutive 
Passages. Five of those who had been inoculated with 


Cold 


this strain after the ninth passage and 5 more volunteers 
were then inoculated subcutaneously with 2 doses of 
1 ml. of infectious chorio-allantoic fluid, with an 
interval of 1 week. One week after the second inocula- 
tion all these individuals together with 2 fresh controls 
were given a challenge dose of active virus and only the 
2 new controls became infected. Finally the infective 
chorio-allantoic fluid was examined for evidence of virus 
haemagglutination, but with negative results. 
J. Smith 


1121. A Pneumonia and Arthritis Epizoétic Occurring 
Among White Mice. (Ober eine Pneumonie- und 
Arthritis-Epizootie bei weissen Mausen) 

W.A.COoLLIER. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie [Schweiz. Z. Path.) 11, 133-145, 1948. 
13 refs. 


A spontaneous laboratory infection occurred among a 
stock of white mice. The diseased animals developed 
pneumonia, arthritis, and, occasionally, rolling disease. 
A filterable virus was obtained, which was comparatively 
heat-resistant, viable in glycerin, and amenable to gold 
therapy. The infection could be transmitted by sub- 
cutaneous, plantar, pulmonary, and cerebral injection. 
Formalin-killed virus produced some degree of immunity 
only when they were not more than 24 hours old. Active 
immunity, and passive immunity with rabbit serum, were 
obtained. Ordinary cultures yielded. in a number of 
instances mainly organisms of the pleuropneumonia 
group, but the author aaa these as secondary invaders. 

R. Salm 


1122. Evaluation of Methods of Rabies Treatment. 
(Zur Bewertung von Wutschutzbehandlungsverfahren) 
E. Boecker. Zentralblatt fiir Bakteriologie, Parasiten- 
kunde, Infektionskrankheiten und Hygiene, Abt. 1, 
Originale [Zbl. Bakt., I. Abt. Orig.] 152, 303-316, Jan. 7, 
1948. 11 refs. 


Arguing that the number of persons who undergo 
anti-rabic vaccination and develop rabies at some later 
date is largely unknown, the author holds that the custom- 
ary evaluation of the results of protective inoculations by 
calculating the absolute and relative mortality is illusory. 
Reference. is made to the method of appraisal of various 
methods of anti-rabic vaccination proposed by van 
Stockum (New principles of anti-rabic treatment and 
rabies statistics, The Hague, 1935), the criterion being 
the occurrence of rabies and death in persons who were 
inoculated within 7 days of contracting the infection; 
the relative percentages of mortality are calculated for 
3 groups, separated according to the length of time they 
remained alive after the infection. In the first 2 groups 
death took place within 30 days, and in the third after 
a longer period. 
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In accordance with this method, the author carried 
out a statistical analysis of 633 cases of rabies—gathered 
from several European countries and covering a period 
between 1762 and 1941—of which 369 were recorded 
before the introduction of Pasteur’s method of anti- 
rabic immunization and 264 after its introduction in the 
respective countries. None of the patients had specific 
anti-rabic treatment. The majority of children and 
adults (65—100%) developed the disease and died at least 
31 days after the primary infection. From this it is 
concluded that the evaluation of each method of anti- 
rabic immunization—which will be dealt with by the 
author in a subsequent paper—should be based on the 
number of deaths occurring after the immunization, as 
well as on the length of time the inoculated persons 
survive after the primary infection. H. P. Fox 


POLIOMYELITIS 


1123. Discussion on Anterior Poliomyelitis 

K. I. Nissen, L. J. M. LAureNt, D. McA.pine, F. O. 
MacCatitum, H. S. BANKs, W. H. KELLEHER, M. 
MiTMAN, J. Jaworski. Proceedings of the Royal Society 
of Medicine [Proc. R. Soc. Med.] 40, 923-932, Dec., 1947. 
2 figs., 15 refs. 


In this discussion recent epidemics of poliomyelitis 
were described. Nissen stated that on Nov. 14th, 1945, 
on the Island of St. Helena the first case of anterior polio- 
myelitis was notified. It occurred two weeks after an 
epidemic of influenza and at a time when drought pre- 
vailed and clinical evidences of deficiency of vitamins B 
and C were present. The last ship io call at the island 
arrived on Oct. 14. It had come from South Africa, 
where poliomyelitis was common at that time. Several 
persons went ashore, one of whom spent 2 hours in the 
company of the first victim whose symptoms appeared 
31 days later. A body of troops was embarked from the 
island, and 11 days after arrival in England the daughter 
of one sergeant developed poliomyelitis, this being the 
first case in that district for over a year. Total cases 
numbered 217 in a population of 4,000; 11 patients died, 
66 were paralysed, and 140 had definite infection but no 
paralysis. Twenty-eight patients had residual paralysis. 
The maximum incidence was in the 5 to 20 age group: 
only 21 patients were under 5 years of age. The mode of 
life in the island made spread by food and water unlikely, 
and suggested adult contact as the means of transit. 

Laurent described 13 cases characterized by headache, 
pyrexia, signs of meningitis, and cranial nerve palsies, 
but no trunk or limb weakness. The signs disappeared 
in 14 days without sequelae. Cerebrospinal fluid 
examination revealed a lymphocytosis (40 to 800 cells per 
c.mm.), increase in protein (60 to 160 mg. per 100 ml.), 
normal chloride level, and sterile culture. The differen- 
tial diagnosis from lymphocytic meningitis and meningo- 
encephalitis was often difficult. Tests for virus were all 
negative. In the one fatal case there was mononuclear 
infiltration of the leptomeninges with perivascular cuffing 
in the brain stem. The aetiology remained obscure, but 
the possibility that the outbreak was due to a neurotropic 
virus emphasized the desirability of developing a rapid 
and easy method of identifying viruses. 


INFECTIOUS DISEASES 


McAlpine stressed the fact that poliomyelitis Occurs 
all the year round, and that in the majority of Patients 
symptoms subside without signs of invasion of the nervous 
system. Two features of the 1947 outbreak were the 
normal cell count in the cerebrospinal fluid in 5% of 
cases with often a marked increase in the protein content. 
He considered that, without good proof to the contrary 
cases of brain stem encephalitis with meningeal signs 
should be diagnosed as cases of polioencephalitis; he 
suggested that Laurent’s cases probably came into this 
group. He thought that if progress was to be made 
it was essential that more field workers and experimental 
animals should be available. 

MacCallum reported that suspensions of the brain and 
cord from 8 fatal cases of poliomyelitis and polio. 
encephalitis had been inoculated intracerebrally into 
Rhesus monkeys. Four monkeys had developed typical 
poliomyelitis and 4 had shown no sign of illness. 

Mitman suggested that the close association of one virus 
disease with another or with a bacterial infection might 
be of considerable significance. He wondered whether 
the common cold might not be an important predisposing 
factor in the development of further infection. 

John Marshall 


1124. Acute Poliomyelitis, with Special Reference to 
Early Symptomatology and Contact Histories 

D. McA -ping, P. H. Buxton, M. Kremer, and D. J. 
Cowan. British Medical Journal [Brit. med. J. 2, 
1019-1023, Dec. 27, 1947. 16 refs. 


The authors discuss in detail the symptomatology of 
54 cases of acute poliomyelitis. Four groups were 
recognized and described: (1) non-paralytic cases; 
(2) paralytic cases; (3) polio-encephalitis; (4) abortive 
poliomyelitis. In deciding whether a case should be 
classified as abortive or non-paralytic the authors were 
guided by the presence of meningeal signs and by changes 
in the cerebrospinal fluid; if the C.S.F. was normal, 
despite the presence of severe headache, the case was con- 
sidered as abortive, but if in addition to these findings 
nystagmus was present the case was labelled as non- 
paralytic. In the paralytic forms the importance of 
low backache as a local sign is stressed. The clinical 
picture of the myelitic form, which normally receives 
little mention, is described in full. Discussing polio- 
encephalitis the authors give an example of a rare ocular 
complication (opsoclonia) due to a lesion in the basal 
ganglia. Ataxic dysmetria due to cerebellar disturbance 
may also occur. Stridor may be an early bulbar symp- 
tom, and a case is described of bilateral abductor 
paralysis in which tracheotomy had to be performed. 

The majority of cases were accompanied by typical 
changes in the cerebrospinal fluid, but it is pointed out 
that a normal cell count during the febrile stage of the 
disease may occasionally be encountered. The dissocia- 
tion between cell count and protein increase, which 
usually occurs, is best known in connexion with acute 
toxic or febrile polyneuritis. Differential diagnosis is 
discussed with particular reference to 44 cases in which 
the diagnosis of poliomyelitis was not confirmed. Ment- 
tion is made of the various forms of meningitis including 
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POLIOMYELITIS 


acute benign lymphocytic choriomeningitis, which has a 
similar symptomatology but usually a greater increase 
of cells in the cerebrospinal fluid. It is considered that 
the virus of poliomyelitis is the usual cause in Britain of 
a benign type of lymphocytic meningitis and of a brain- 
stem encephalitis accompanied by meningitis. 

In nearly one-third of the proved cases contact histories 
suggested the probability of an abortive attack of the 
disease in other members of the family or in friends. 
It has become increasingly clear that abortive cases and 
healthy carriers of the virus are more important in the 
spread of the disease than are paralytic cases. 

Attention is drawn to the fact that the disease has been 
more severe and the mortality rate higher in adolescence 
and in adults than in children. It would seem that after 
exposure to the virus, if there is no paralysis, immunity 
may not occur or may be short-lived. Second attacks 
of the disease are not so rare as was formerly supposed, 
but may be partly explained by variations in the strains 
and virulence of the virus. [This is a paper of very 
great clinical interest.] J. V. Armstrong 


1125. Poliomyelitis. The Pre-paralytic Stage, and the 
Effect of Physical Activity on the Severity of Paralysis 
W.R. Russett. British Medical Journal [Brit. med. J.] 
2, 1023-1028, Dec. 27, 1947. 11 refs. 


The author of this paper has carried out a careful 
analytical study of the pre-paralytic stage of poliomyelitis 
during the recent epidemic in Britain, with special 
reference to the effect of physical activity during this 
stage on the severity of the subsequent paralysis. 


Forty-four patients in various parts of the country, . 


old enough to describe their symptoms, were questioned 
at length about their early symptoms and also the 
amount of physical activity during the early days of 
the disease. The author considers that the so-called 
meningitic symptoms which usually precede paralysis 
by three or more days are of special importance, for it is 
only by the study of these that poliomyelitis may be 
diagnosed before paralysis develops. These symptoms 
often suggest nerve-root irritation and may indicate 
that the virus travelling up the peripheral nerves has 
reached the vicinity of the meninges. They consist of 
pain in the head, neck, dorsal, lumbar, or sacral spine, 
scapular region, thighs, or lower chest. Rigidity of 
neck and spine is the most important sign at this stage. 
A feature of many of the cases is that when the initial 
symptoms have developed the patient does not feel ill. 
An analysis of the symptoms taken in conjunction with 
the signs due to rigidity of the spine gives a fairly specific 
clinical picture in most cases and only an examination 
of the cerebrospinal fluid is required for confirmation and 
to exclude meningitis. 

The data obtained by questioning the patients are 
analysed statistically and show unequivocally that, 
irespective of exercise before the appearance of menin- 
gitic symptoms, rest in bed as early as possible after these 
symptoms have appeared has a profound effect on the 
course of the disease; it is difficult to evade the con- 
clusion that physical activity in the pre-paralytic stage 
of the disease gravely reduces the resistance of the spinal- 

M—y 
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cord cells to the virus and should be avoided at all costs. 
Even minor degrees of physical activity may be dangerous. 
In view of these facts, an additional responsibility is 
thrown on the practitioner as regards the need for early 
diagnosis. The therapeutic application of the observa- 
tions in this paper is clearly the enforcement of strict 
rest as soon as the diagnosis is made (or suspected) to 
protect the patient from paralysis. Even restlessness in 
bed, pain, and the resulting muscle spasms should be 
controlled. 

[This important report is only a preliminary one. A 
more detailed analysis and correlation of symptoms with 
site of paralysis is promised in a later study.] 

J. V. Armstrong 


BACTERIAL INFECTIONS 


1126. Phthalylsulphathiazole in the Treatment of Cholera 
C. L. Pasricua, B. M. Paut, A. C. Das Gupta, and A. K. 
Das. Indian Medical Gazette [Indian med. Gaz.] 82, 
656-657, Nov., 1947. 1 ref. 


Alternate cases of cholera, admitted to a hospital in 
India, were treated with phthalylsulphathiazole, the 
control alternate cases receiving no sulphonamide; the 
diagnosis was mainly clinical, and in both series of cases 
the usual saline supportive treatment was given. The 
dose was 3 g. every 4 hours during the acute stage and 
twice a day for the following 2 days. The sole criterion 
of efficacy of treatment was the case-mortality rate; 
24 (7-3%) of 331 treated patients died, compared with 
34 (10-1%) of 335 controls, a difference of no statistical 
significance. J.F. Corson ~ 


1127. Sulphasuxidine in the Treatment of Cholera 

C. L. Pasricua, B. M. PAuL, A. C. Das Gupta, and A. K. 
Das. Indian Medical Gazette [Indian med. Gaz.] 82, 
657, Nov., 1947. 1 ref. 


In this trial sulphasuxidine (succinylsulphathiazole) 
was substituted for phthalylsulphathiazole (see Abstract 
1126) and the dosage was the same; sulphasuxidine was 
given to alternate cases of cholera admitted to hospital; 
11 (5-6%) of 195 treated patients died and 12 (6:2% of 
194 controls. No untoward effects of the drug were 
observed. J. F. Corson 


1128. Penicillin Therapy in Diphtheria. [In English] 
S. J. Wszezakt and L. J. HANDZEL. Acta Medica 
Scandinavica [Acta med. scand.| 129, 493-507, Jan. 27, 
1948. 10 refs. 


During the period June to December, 1946, the authors 
studied the treatment of 100 cases of diphtheria seen at 
the Medical Clinic of the Gdansk (Poland) Medical 
Academy, comparing the effects of serum with those of 
penicillin and of penicillin and serum together. Their 
total mortality rate (5% of 100 cases) compares favour- 
ably both with the corresponding rate for the same period 
in the previous year (23% of 140 cases), when the severity 
of the disease was thought to have been the same, and 
with the concurrent mortality rate in other hospitals in 
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the Gdansk district (26% of 133 cases). In the test series 
the age groups—infants, children, adults—were repre- 
sented nearly in the proportions of 2:2: 1, “ toxic” 
cases representing 15% of the total and “ severe” cases 
17%. The authors attribute their relatively low mortality 
figures to improvements in treatment, and emphasize 
the inclusion of penicillin therapy. They conclude 
from their study that penicillin has the following advan- 
tages in the treatment of diphtheria. It limits the 
growth of the organism and hence the local spread of the 
disease and of toxin production (a direct antitoxic effect 
is tentatively considered), and it counteracts secondary 
infection, particularly of the Vincent type. 

The authors’ proposals for treatment are as follows: 
(a) In the early case penicillin alone may be given, if 
there is adequate opportunity for clinical observation of 
the course of the illness. Penicillin may also be used 
alone where serum treatment is contraindicated—the 
authors list as examples active pulmonary tuberculosis, 
hypersensitization, and “grave blood diseases”’. 
Combined penicillin and serum treatment is indicated 
in a penicillin-sensitive concomitant infection, in very 
severe but uncomplicated diphtheritic infections and 
late cases, and in cases “* refractory ’’ to serum treatment. 
A sufficient dose of penicillin is 100,000 units a day. 

[It may be noted that simple penicillin treatment in 
certain cases of diphtheria has been recommended by De, 
Chatterjee, and Ganguli (Brit. med. J., 1947, 1, 376) and 
strongly condemned by Long (Brit. med. J., 1947, 1, 884), 
who has suggested that 1,000,000 units of penicillin daily 
may be advantageously combined with serum treatment 
in severe cases.] G. I. C. Ingram 


TUBERCULOSIS 


1129. Tuberculosis of Trachea and Major Bronchi 
H. C. Sweany and H. BeHm. Diseases of the Chest [Dis. 
Chest.] 14, 1-18, Jan.—Feb., 1948. 4 figs., 41 refs. 


Necropsy material from 667. patients who died from 
pulmonary tuberculosis was examined for the incidence 
of tracheo-bronchial disease. This was estimated at 
72-9%, or by macroscopical examination alone 56-5%. 
There was a higher incidence in females (67-9%) and in 
the younger age groups; the latter fact is attributed to 
the exudative nature of lung lesions in this group. The 
number and position of cavities did not affect the in- 
cidence, but of the few cases with unilateral cavities and 
unilateral bronchial tuberculosis 85% had the bronchial 
lesion on the same side. Diffuse involvement of the 
trachea and main bronchi was found in 64-7% of cases, 
but most of the localized lesions were situated in the 
lower part of the trachea and adjacent parts of the main 
bronchi. In cases where the bronchial lesion was uni- 
lateral it was usually on the same side as the most ad- 
vanced pulmonary disease. Of the tracheo-bronchial 
lesions 37-4% were classified as “* far advanced ”’, 44-6% 
as moderate, and 18-4% as minimal. The lesions were 
usually ulcerative, varying from superficial miliary 
ulcerations to large deep confluent caseating ulcers. 
Four cases showed caseous bronchitis, and 5 fibrous 
stenosis, 1 with atelectasis of the corresponding lung. 


Lymph-node perforation was seen in 6. The 

was examined in 621 of the 667 cases, and in 316 of 
there was laryngeal tuberculosis. Of these 66:45 
had associated tracheo-bronchial tuberculosis; 59:19 
of the tracheo-bronchial cases had associated tuberculosis 
of the larynx. Approximately 50% of the lesions were 
studied histologically; 20-5% showed  submucoys 
tubercles without breach of the mucosa, 52-4% acute 
specific ulceration, 10-8% chronic specific ulceration, and 
8-6% non-specific ulceration. Tissues in and outside 
the adventitious layers were free from disease, thus favour. 
ing the implantation theory of pathogenesis. 

[The high incidence of tracheo-bronchial tuberculosis 
in advanced cases coming to necropsy is not surprising, 
The incidence in less advanced cases is, of course, of 
greater importance clinically. Careful serial sections of 
bronchi were not apparently made, and the evidence 
in favour of an implantation origin for the bronchial 
lesions seems somewhat tenuous.] John Crofton 


1130. Basal Onset of Reinfection Tuberculosis 

H. H. CHERRY. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.] 59, 82-86, Jan, 
1948. 2 figs., 19 refs. 


The author in 1,379 cases of reinfection pulmonary 
tuberculosis admitted to Valley View Sanatorium, New 
Jersey, found 21 in which the onset was basal in origin. 
The average age of the patients was 25-8 years, and in 
most cases the onset was rapid. In all cases the disease 
was bronchopneumonic and disseminated in the segment 
involved, and clinical history and radiological findings 
indicated the recent nature of the lesions. The author 
discusses the means by which basal reinfection takes 
place, and considers that in his cases the infection was due 
to inhalation. In his opinion early treatment should 
be undertaken, pneumothorax being indicated if there is 
cavitation. Even in the absence of cavitation, early 
artificial pneumothorax is desirable. The artificial 
pneumothorax should be reinforced with phrenicectomy 
if necessary. Artificial pneumothorax is not indicated 
if a large subpleural cavity or subpleural caseation is 
present. The author considers that except in very 
advanced cases the prognosis is good Of these patients 
88-8% were on the average well 72:3 months after the 
diagnosis was made. L. G. Blair 


1131. The Tuberculin Test: A Comparison of the 
Patch Test and the Mantoux Test in West African Natives 
R. B. T. BALDwin. British Journal of Tuberculosis and 
Diseases of the Chest (Brit. J. Tuberc.] 41, 59-63, July, 
1947. 4 refs. 


Mantoux and patch tests were performed on 706 
West African native school children and 69 contacts of 
known cases of pulmonary tuberculosis. The Mantoux 
test (0-1 mg. of old tuberculin) was carried out on the 
left arm and the “* Vollmer ” patch test on the right arm. 
Readings were taken at 48 and 96 hours; the black skin 
presented no obstacle to interpretation, if palpation as 
well as inspection was carried out. Among the positive 
reactors a high proportion gave a strong reaction to the 


Man 
sari 
Som 
jo th 
Amc 
and 
Amc 
5:8Y 
The 
likel 
Mar 
patc 
was 
is 
estif 
if th 
Mai 
113 
culo 
tari 


_ Tesults were less frequent ”’. 


TUBERCULOSIS 


Mantoux test, but the same individual did not neces- 
sarily react strongly to the patch test, and vice versa. 
Some severe reactions due to adhesive plaster were noted 
jn the patch tests and this vitiated some of the tests. 
Among the 69 contacts 76-8% were positive to both tests, 
and 14-5% negative. Three gave positive patch reactions 
and negative Mantoux reactions, and 3 the reverse. 
Among the 706 native children without known contact 
58% gave positive Mantoux and negative patch reactions. 
The author suggests that the higher the age, the less 
likely is the patch test to give a positive result in a 
Mantoux-positive person. In the group giving positive 
patch and negative Mantoux reactions, the Mantoux test 
was not repeated at a higher strength of tuberculin. It 
is concluded that the patch test will give a fairly good 
estimate of the degree of tuberculinization of a population 
if the negative reactors are subsequently subjected to a 
Mantoux test. L. E. Houghton 


1132. Clinical Tests of the Chromo-reaction in Tuber- 
culosis. (Prove cliniche sulla ‘‘ cromoreazione immuni- 
taria della tubercolosi ’’) 

0. ZaFFirn!. Giornale Italiano della Tubercolosi [G. ital. 
Tuberc.] 1, 446-452, Nov., 1947. 5 refs. 


In 1940 Lucchesi perfected a flocculation technique 
for the diagnosis of tuberculosis, based on the Meinicke 
reaction, which he called the “ tuberculo-immunity 
chromoreaction’’. He claimed that it was specific for 
tuberculous infection, and negative in non-tuberculous 
syphilitic patients. On a microscope well-slide a drop 
of the blood to be tested is mixed with a drop of ** tuber- 
culin antigen ’’ in the presence of a small quantity of 5% 
benzoin and an indicator consisting of a mixture of 
crystal violet, methylene hydrochloride, and ‘* Merck 
blue II”. The reaction is negative when only the 
uniform red background of erythrocytes is seen, and 
positive when irregular blue-violet particles appear on a 
background of erythrocytes. The greater the size of the 
particles the more strongly positive the reaction. A 
positive reaction is not given by any non-tuberculous 
condition, and Lucchesi claimed positive results in 100% 
of cases of exudative disease and in up to 70% of cases 
of productive tuberculosis. If positive the reaction sug- 
gests the presence of an active lesion but may be negative 
in early disease and may become negative again after 
= cure. Blood can be used in dilutions up to 1 in 

The author investigated: (a) the results given in a 
group of known cases of tuberculosis, and (4) its 
diagnostic use in school children. In the first group, 
86% of cases of pulmonary tuberculosis gave positive 
results, the rate being especially high in the cavernous 
form. In lymph-node and skeletal tuberculosis positive 
The pleural fluid gave a 
positive reaction in all of 14 cases of pleural effusion 
(2 primary, 1 haemorrhagic, 1 purulent, and 10 sero- 
fibrinous after pneumothorax). A diminution in the 
Strength of the reaction was noted during the menstrual 
Period. Of 232 children, 6 to 14 years of age, 27 gave 
Positive reactions. Radiographs were taken and Man- 
toux tests made with 0-1 ml. of 1 in 1,000 O.T. Eight 
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of the children had lesions, either active or calcified, as 
shown by radiology, and in many of the remainder 
accentuation of the hilar shadows, especially on the right 
side, was noted. Only 12 of the 27 gave a positive 
Mantoux reaction, and of these 4 had radiological lesions. — 
Thus in only 4 patients were there positive chromo- 
reactions and Mantoux reactions and radiologically 
demonstrable lesions. In 6 cases with positive chromo- 
reactions but negative Mantoux reactions and radio- 
graphs, there was a strong family history of tuber- 
culosis, which the author considers is confirmation that 
infection had already occurred. He claims for this 
method the advantages of simplicity, an immediate 
result, and harmlessness. E. G. Sita-Lumsden 


1133. Observations on Streptomycin in Tuberculosis. V. 
Cerebrospinal Fluid in Tuberculous Meningitis Treated 
with Streptomycin. (Osservazioni sulla streptomicina 
nella infezione tubercolare. V. Liquor spinale e della 
cisterna magna nella meningite tubercolare trattata con 
streptomicina) 

V. MiGutort. Clinica Pediatrica (Clin. pediat., Bologna] 
29, 725-726, Dec., 1947. 


A comparison was made between the chemical and 
cytological components of spinal and cerebral portions 
of cerebrospinal fluid, obtained by lumbar and cisternal 
puncture from patients with tuberculous meningitis under 
treatment with streptomycin. The author states that the 
increase in protein in the spinal fluid, in the absence of a 
similar increase in the cerebral fluid, is indicative of the 
irritant action of streptomycin. [This paper is a discus- 
sion based on the results in 2 cases.] 

J. Maclean Smith 


1134. Streptomycin-resistant Tubercle Bacilli. Effects 
of Resistance on Therapeutic results in Tuberculous 
Guinea-pigs 

W. H. FecpMan, A. G. KARLSON, and H. C. HINsHAW. 
American Review of Tuberculosis [Amer. Rev. Tuberc.} 57, 
162-174, Feb., 1948. 8 figs., 5 refs. 


Guinea-pigs, experimentally infected with tubercle 
bacilli already resistant in vitro to streptomycin (obtained 
from a treated patient), failed to respond to treatment with 
this drug; the lesions at necropsy were comparable to 
those in untreated controls. A parallel group of guinea- 
pigs, infected with streptomycin-sensitive organisms, 
responded favourably in the usual manner. Incidentally, 
in this latter group, 3 of the 10 animals had active lesions, 
and from these streptomycin-resistant tubercle bacilli 
were isolated. P. D’Arcy Hart 


1135. Streptomycin in the Treatment of Tuberculosis. 
(A estreptomicina no tratamento da tuberculose) 

A. L. VeLLoso. Hospital (Hospital, Rio de J.) 33, 87-115, 
Jan., 1948. 13 figs., 17 refs. 


Forty-two cases of active progressive pulmonary 
tuberculosis, 1 case of residual tracheo-bronchitis, and 
1 case of non-ulcerated laryngeal tuberculosis were 
treated with daily doses of streptomycin ranging from 


| 

arynx 
‘these 
45%, 
ulosis 
Were 
uCOus 
acute 
and 
utside 
vour- 
ising. 
se, of 
ns of 
dence 
ichial 
ton 
Jan., 
mary 
New 
rigin. 
nd in 
sease 
ment 
dings 
ithor 
takes 
due 
ould 
sre is 
early 
ficial 
tomy 
ated 
is 
very 
ients 
r the 
air 

the 
tives 
July, 

706 
ts of | 
toux 
the 
arm. 
skin 
mn as 
the 


324 


0-5 to 3 g. and total doses from 5 to 360 g. In 27 cases 
the treatment was completed, in 17 it is continuing. 
There was considerable symptomatic improvement in 
all cases. The results are assessed upon radiological 
findings. Radiological regression was accentuated in 
14 cases, moderate in 12, slight in 8, and nil in 8. Asa 
rule the best results were obtained in recent exudative 
forms and in cases with small thin-walled cavities; 
the worst in old ulcerative processes and in cases with 
large thick-walled cavities with a tendency to apical 
evacuation. From the statistics relating results to the 
total dose it appears that out of 13 patients who received 
less than 50 g. only 1 improved considerably and 3 
moderately; with doses of 50 g. and more (29 cases) the 
number of good results is much higher, but no conclusion 
about the effective minimal dose can be reached, since 
the amount administered was closely related to the 
severity of the affection, availability of the drug, and 
other factors. Very good, and sometimes spectacular, 
results were obtained in 27 cases of tracheo-bronchial 
and 11 cases of laryngeal complications, with regression 
of both subjective and objective symptoms. Intestinal 
(2), renal (1), and cutaneous lesions (1 fistula) also 
responded to the treatment. 

Phenomena of labyrinthine intolerance were observed 
in 34 patients; most of them subsequently became 
adjusted. The treatment had to be interrupted: (1) tem- 
porarily in | case owing to a renal complication (oliguria); 
and (2) permanently in | case owing to severe labyrin- 
thine disturbance. In addition to these phenomena 
the following were observed: cutaneous reactions— 
prurigo, urticaria, exanthema—in 13; digestive disturb- 
ances—nausea, vomiting, loss of appetite—in 6; febrile 
reactions in 5; and renal disturbances in 1. 


A. Lilker 


1136. Streptomycin in Tuberculous Tracheobronchitis 

L. A. Brewer and E. BOGEN. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 56, 408-414, Nov., 
1947. 1 fig., 1 ref. 


A new therapeutic agent is most readily evaluated 
where the course of visible lesions may be observed. 
For this reason, and also because of their generally grave 
prognosis, the ulcerations of tuberculous tracheo- 
bronchitis are particularly suitable for therapeutic trial. 
The results of streptomycin treatment reported here are 
remarkable. Forty-four patients with persistent and 
progressive ulcers and granulation were selected. All 
remained in bed throughout the course of treatment, 
and no new forms of collapse therapy were initiated 
during the treatment period. Thirteen patients received 
streptomycin by inhalation combined with intramuscular 
injection in doses of 2-4 to 3 g. daily. Regression of the 
lesions was evident within 2 weeks of the start of treat- 
ment, and “ in every case all evidence of active ulceration 
or granulation had cleared up within two months”. 
Twelve patients received aerosol tredtment alone; all 
improved, but results were less good than in the first 
group. Thirteen patients treated by intramuscular 
injection of 2 g. daily, without aerosols, responded by 
rapid complete healing. Finally, 12 patients treated 
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solely by intramuscular injection of | g. daily or less jm. 
proved markedly, but only in 6 of the 12 had the lesions 
healed at the end of 2 months. In only 3 instances has 
a recurrence of ulcerating or granulating lesions been 
noted since treatment was stopped. M. Daniels 


1137. Effect of Streptomycin Upon Recent Tuberculous 
Pulmonary Infiltration 

R.O. CANADA. American Review of Tuberculosis [Amer, 
Rev. Tuberc.) 56, 398-400, Nov., 1947. 


The author describes the results of streptomycin treat- 
ment in 13 cases with far advanced tuberculosis in which 
new areas of pulmonary infiltration had appeared during 
the preceding stay in hospital. All had been treated by 
complete rest in bed for at least 3 months before strepto- 
mycin treatment, and in all there had been signs of pro- 
gression during that period. Cases were included only 
if shadows consistent with exudative infiltration had 
appeared in previously uninvolved portions of the lung, 
After the initiation of streptomycin treatment serial 
radiographs revealed some degree of resolution in 12 of 
the 13 cases. A significant degree of resolution was 
observed by the end of one month of treatment in 6 cases, 
by the end of the second month in 4, and during the 
third and fourth months of treatment in 2. After 
4 months’ treatment, the degree of resolution observed 
in the new areas of infiltration was considered almost 
complete in 1 case, marked in 10, and moderate in 1, 
Comparisons of improvement shown in exudative lesions 
revealed more rapid and complete resolution in those 
lesions known to be of short duration. One patient un- 
affected by the treatment had advanced fibro-cavernous 
diseasat in this case the clinical course was marked by 

“ toxaemia. M. Daniels 


1138. Streptomycin and Chaulmoogra Oil in Laryngeal 
Tuberculosis. (La streptomicina e l’olio di chaulmoogra 
nella tubercolosi laringea) 

G. Ferrert. Policlinico, Sez. Pratica [Policlinico, sez. 
prat.| 55, 161-164, Feb. 7, 1948. 


A combined method of streptomycin therapy of tuber- 
culous laryngitis by inhalation and intramuscular injec- 
tion is described, a small total dosage of streptomycin 
being used in conjunction with the local application of 
chaulmoogra oil. Streptomycin, 100 mg., was given 
intramuscularly 4 times a day or 200 nig. twice a day, and 
500 to 600 mg. was given daily by 2-hourly inhalations; 
20% Burmese chaulmoogra oil was instilled into the 
larynx once a day. [This scheme of dosage would not be 
considered adequate in America, but was presumably 
employed in order to conserve small and valuable supplies 
of streptomycin. The good results obtained appear to 
justify the low and economical dosage used, and moreover 
the number and severity of toxic manifestations were 
almost negligible.] Pain and dysphagia disappeared 
very rapidly, so rapidly that the initial effect was con- 


sidered to be due to the control of secondary infection; . 


congestion, oedema, and infiltration resolved and ulcers 
healed within a few weeks. As would be expected, acute 
miliary and exudative infiltrating and ulcerative disease 
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responded more quickly and completely than did chronic 
uctive and hypertrophic lesions. Nausea, giddiness, 
and weakness occurred in a few patients, but disappeared 
if the dosage was decreased or the drug discontinued 
for a few days. No mention is made of labyrinthine 
vertigo or permanent vestibular damage. No renal 
complications occurred. One patient developed black 
tongue which was successfully treated with nicotinic acid. 
[Although the total daily dosage of streptomycin was 
only 0-7 to 0-8 g., the results reported compare favour- 
ably with those obtained in America and by the M.R.C. 
Trials Committee in Britain, with doses of 0-5 g. intra- 
muscularly 4 times a day or 1 g. twice a day. Strepto- 
mycin is no longer given by inhalation in the U.S.A., as 
the systemic route is thought to be more effective.] 
E. G. Sita-Lumsden 


1139. Streptomycin in Tuberculous Laryngitis 

M. BLack and E. BoGeN. American Review of Tuber- 
culosis [Amer. Rev. Tuberc.] 56, 405-407, Nov., 1947. 
3 refs. 


Results of streptomycin treatment in laryngeal tuber- 
culosis are compared with results of other forms of 
therapy. A first trial with streptomycin administration 
by aerosol gave results no better than those obtained 
with promin aerosol, and little better than those with 
ultraviolet irradiation and cauterization. The results 
when streptomycin was given intramuscularly were 
considerably better. All of the 23 patients receiving this 
treatment improved, whereas only 7 of 15 patients 
treated by streptomycin aerosol, and 10 of 20 patients 
treated by promin aerosol, improved. A daily intra- 
muscular dose of 2 g. was apparently most effective; 
in 7 of 9 cases on this dosage the lesions cleared com- 
pletely, compared with 4 of 11 on a dose of 1 g. daily, 
and none of 3 on 0-5 g. daily. In the experience of the 
authors streptomycin has been “ by far the most effective 
treatment so far known for tuberculous laryngitis ”’. 

M. Daniels 


For the treatment of lupus with vitamin D see Section 
Dermatology, Abstracts 1057-8, 1060. 


1140. The Results of Thoracoplasty in Pulmonary 
Tuberculosis 
T. H. SELLors. 
2 refs. 


Thorax [Thorax] 2, 216-223, Dec., 1947. 


The author performed thoracoplasty for pulmonary 
tuberculosis in 633 patients between 1935 and 1946, and 
presents in this paper the results of the follow-up study 
in 1947. The operations were performed for several 
types of tuberculous disease, but those carried out for 
tuberculous empyema were excluded. In some of the 
Patients Monaldi drainage of cavities was used as an 
adjuvant procedure. Of the 633 patients 588 were traced; 
there were 17 post-operative deaths (within 4 months), 
and 55 patients are known to have died later; 375 (64% 
of those traced) were fit for full work in July, 1947, 
35 (6%) fit for light work, and 53 (9%) unfit for work. 
In 53 cases (9%) no information was available about 


fitness for work. Reports on recent sputum examina- 
tions were available in 457 cases; of these, 384 (84%) 
were negative and 73 (16%) positive. Information about 
radiographic evidence of cavity closure was available in 
424 cases; in 387 (91%) cavities appeared to be closed 
and in 37 (9%) they were still open. J. G. Scadding 


1141. On the Kveim Reaction in Boeck’s Disease 
H. HAxTHAUSEN. British Journal of Tuberculosis (Brit. 
J. Tuberc.) 42, 7-11, Jan., 1948. 11 refs. 


The Kveim test, which originated in Norway in 1941, 
consists of the intradermal injection of an antigen pre- 
pared from sarcoid tissue, preferably lymph nodes. 
Redness follows at the site of the inoculation and 
disappears within a few days. The characteristic 
positive reaction appears after 1 to 2 weeks as a papule, 
then as a small nodule with evidence of central necrosis. 
Ulceration may result and may take | to 2 years to sub- 
side. Histologically, the lesion resembles a skin sarcoid. 
The test is positive in nearly every case of sarcoidosis 
and only rarely so in other conditions such as lupus 
vulgaris and skin tuberculosis. A positive result is 
obtained with antigen made from leukaemic lymph nodes. 
Similar lesions are produced when killed tubercle bacilli 
are injected intradermally into tuberculin-negative 
individuals, including those with sarcoid. 

The author is unaware of any other completely analo- 
gous allergic reaction. A possible explanation is an 
‘“‘ isomorphic reaction ” but if the changes were in fact 
due to local provocation of the disease a greater variety 
of irritants might be expected to induce them and the 
lesion, in some instances at least, should show evidence of 
generalized spread or local extension. The discovery 
of the Kveim reaction has not yet settled the contro- 
versial question whether Boeck’s sarcoid is a disease per 
se or merely a particular form of tuberculosis. 

T. Semple 


1142. Sarcoid 
W. FREUDENTHAL. British Journal of Tuberculosis (Brit. 
J. Tuberc.) 42, 11-16, Jan., 1948. 7 figs., 22 refs. 


This paper records evidence in favour of the belief 
that Boeck’s sarcoid is a manifestation of tuberculosis. — 
Certain links exist between the two diseases which do 
not, however, prove the hypothesis. Thus, coexistence oc- 
casionally occurs, skin sarcoid lesions have been known 
to change into lupus and vice versa, and terminal change 
of sarcoid into tuberculosis has been demonstrated at 
necropsy more than once. The chief factors against a 
tuberculous aetiology have been the histological picture, 
the negative tuberculin reaction, and the absence of 
tubercle bacilli. The author demonstrates sarcoid tissue 
in histological sections of lupus, and points out that it is 
formed in moderate amount during treatment with calci- 
ferol. Even more frequently, lupus features are seen in 
sarcoid. Lesions of spontaneous tuberculosis in some 
animals consist chiefly of epithelioid tissue, and in rats 
and dogs the tuberculin reaction remains negative. 
Wells and Wylie at Oxford have found that sarcoid 
serum actively neutralizes tuberculin. Tubercle bacilli 
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have now been isolated from about 26 documented cases 
of sarcoid, and there is reason to believe that, as in 
tuberculides, bacilli can be demonstrated only at the 
earliest stage of the lesion. The newest finding in favour 
of a tuberculous origin is that sarcoid [presumably in 
skin] improves with calciferol therapy. T. Semple 


See also Section Dermatology, Abstract 1071. 


For B.C.G. vaccination see Section Hygiene and 
Public Health, Abstracts 777-8; for allergic manifes- 
tations of tuberculosis see Section Dermatology, 
Abstract 1059. 


SPIROCHAETAL INFECTIONS 


1143. Louse-borne Relapsing Fever in Persia 

R. I. Bopman and I. S. Stewart. British Medical 
Journal (Brit. med. J.] 1, 291-293, Feb. 14, 1948. 2 figs., 
14 refs. 


The first recorded epidemic of louse-borne relapsing 
fever in Persia occurred between November, 1945, and 
June, 1946, during which period 1,087 cases were ad- 
mitted to the isolation hospital, Abadan. The louse was 
incriminated as the vector for the following reasons: 
(1) human ticks have never been found in the town; 
(2) lice were present on 87-85% of the patients; (3) Spiro- 
chaeta recurrentis was demonstrated in lice taken from 
the bodies of patients; (4) the epidemic form of the disease 
and its relation to the average temperature are charac- 
teristic of louse-borne disease; and (5) the number of 
cases fell after mass disinfestation of the population with 
DDT powder. The epidemic closely followed the degree 
of coldness of the weather until the end of January. 
Thereafter the active disinfestation measures reduced the 
number of cases, but it was noted that the critical tem- 
peratures for the termination of this epidemic and a 
previous one of typhus fever were almost identical. 

The last 214 male cases were studied in detail. The 
diagnosis in each instance was confirmed by positive 
blood smears before admission to hospital. The onset 
of the disease was usually abrupt with severe frontal 
headache and pain in the back. Percussion revealed 
tenderness over the lower thoracic and lumbar spine, 
and the muscles of the arms and legs were painful and 
tender to deep pressure. During the initial attack the 
temperature in typical cases was raised to 103° or 104° F. 
(39-4° or 40° C.). It remained at this height for 4 or 5 
days, until the crisis occurred, then fell to normal in a 
few hours. During the next few days the patient 
rapidly regained strength, but a relapse occurred about 
-9 days later with fever lasting about 2 days. The most 
constant time-relation was from the day of onset to the 
day of relapse—an average of 14 days. Respiratory 
complications were present in 60% of the cases, varying 
from a cough to bronchopneumonia. Two patients 
developed obsessions of persecution and had to be put 
under restraint—one escaped and committed suicide. A 
third had spastic paralysis of both legs, apparently due 
to a myelitis which cleared up in about 4 months without 
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leaving any disability. The death rate in the whole 
series was 1-11%, and 2-34% among the 214 cases specially 
studied. 

For treatment, the 214 cases were divided into 2 groups, 
Group 1 (97 patients) received an intravenous injection 
of 0-45 g. of neoarsphenamine on admission. Of 
11 relapsed and were given a second injection of 0-45 g. 
None relapsed a second time. No specific treatment was 
administered to the second group of 117 patients during 
the initial attack. Only 75 relapsed and they were 
then given 0-45 g. of neoarsphenamine. Only 1 patient 
relapsed a second time and he was cured with a further 
dose of neoarsphenamine. J. C. Broom 


1144. Ocular Complications of Relapsing Fever: The 
Epidemic of 1945-46 in the Spanish Protectorate of 
Morocco. (Consideraciones sobre las secuelas oculares 
en la fiebre recurrente: epidemia de los anos 1945-1946 
en la zona de protectorado Espajiol en Marruecos) 

F. Pastor Medicina Colonial [Med. colon.} 11, 
86-97, Feb., 1948. 9 refs. 


The author reviews the occurrence of ocular complica- 
tions in relapsing fever. In the widespread epidemic 
which began in the spring of 1945 in Spanish Morocco 
7 patients were seen with ocular involvement: 1 with 


’ bilateral uveitis, 1 with bilateral optic atrophy, and 5 with 


pure cyclitis. With the exception of the man with 
uveitis, the patients had had more than one febrile 
paroxysm. All the patients showed considerable im- 
provement and the prognosis of ocular complications in 
relapsing fever is considered good. G. M. Findlay 


1145. Value of Penicillin in the Treatment of Yaws in 
Haiti. (La valeur de la pénicilline dans le traitement du 
pian, en Haiti) 

F. DuvALIER. Union Médicale du Canada [Un. méd. Can.} 
77, 17-27, Jan., 1948. 10 figs., 41 refs. 


Yaws affects 85% of the rural population of Haiti, and 
as 60% are infected in childhood its non-venereal charac- 
ter and non-hereditary transmission are established. It 
appears difficult to produce negative serum reactions by 
any treatment. In this series cases were treated alter- 
nately by one of three methods: (1) 200 cases received 
1,200,000 Oxford units of penicillin sodium in 30 injec- 
tions of 40,000 units over a period of 4 days. (2) 15l 
cases received total doses varying from 600,000 to 
1,200,000 units of penicillin calcium in oil in 2 days. 
(3) 149 cases received 1,200,000 units in 2 doses at 
12-hour intervals. Immediate results were “ marvel- 
lous”. No toxic effects, other than fever at the begin- 
ning of treatment, were noted. The quicker the “cure”, 
the less effect was noted on the serum reactions. With 
the first method 105 out of 200 became negative to the 
Kahn test though remaining positive to the more sensitive 
Kline, Boerner—Jones—Lukens, Mazzini, and Kolmer 
tests. With the second and third methods only 3 out of 
300 became negative even to the Kahn test. The cerebro- 
spinal fluid appeared normal in the 10 cases studied. 


The author concludes that 1,200,000 units are insufficient 


as a cure, though if injected in oil this dose renders 
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MALARIA 


ible a preventive campaign on a large scale. 

Treatment with penicillin combined with prolonged 

«mapharsen ” therapy, as for syphilis, ought to be tried. 
Clement Chesterman 


MALARIA 


1146. Immunization of Monkeys Against Malaria by 
Means of Killed Parasites with Adjuvants 

J, FREUND, K. J. THomMson, H. E. Sommer, A. W. 
WatTeR, and T. M. Pisani. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 28, 1-22, Jan., 
1948. 15 figs., 9 refs. 


Having previously reported that ducks can be im- 
munized against malaria by killed plasmodia and, more 
effectively, by parasites combined with paraffin oil and 
killed tubercle bacilli, the authors applied a similar 
technique to the inoculation of rhesus monkeys with a 
strain of Plasmodium knowlesi, which has been shown to 
be almost invariably lethal to these animals. Parasites 
were obtained by exsanguination of adequately parasitized 
monkeys, the blood being treated with citrate or heparin, 
washed with saline, and suspended in 0-85% salt solution 
containing 0-1% formalin. After overnight refrigeration 
and thrice washing with saline, a parasite concentrate 
was prepared by leaving the cell suspension in a refrigera- 
tor for 48 hours, centrifuging it lightly, and removing 
the reddish brown cell-stroma-parasite layer; centrifuga- 
tion and collection were repeated several times, until the 
final suspension contained large numbers of parasites 
and very few normal red cells. Antigen was prepared by 
suspending the parasites ‘in saline, or in a water-in-oil 
emulsion. The vaccine thus prepared contained killed 
parasites combined with ** falba ”’, paraffin oil, and killed 
tubercle bacilli, and was administered by subcutaneous 
injection. The results show that monkeys receiving two 
injections of vaccine containing 13-1 billion and 15 bil- 
lion [here 1 billion equals 1,000,000,000] killed parasites 
with an interval of 4 to 8 weeks did not die when a 
usually fatal dose of living parasites was administered 
4to 7 weeks after the last vaccination. These monkeys 
developed a low-grade, short-lived parasitaemia, while 
controls almost invariably died of a heavy infection. 
Immunity and freedom from relapse lasted for at least 
6 months of observation. Two injections of smaller 
dosage and one injection of a large dose failed to afford 
invariable protection, while a vaccine of parasites of 
low virulence failed to protect. When peanut oil was 
substituted for paraffin oil or “ arlacel”’ for falba, or 
cholesterol, lecithin, or lipid extracts of tubercle bacilli, 
for tubercle bacilli, the vaccine was ineffective. With 
cerotic acid in place of tubercle bacilli, the results were 
imconstant. A vaccine containing non-parasitized red 
cells failed to immunize. Animals inoculated with killed 
parasites alone had complement-fixing antibodies in their 
sera, but higher titres were obtained when the vaccine 
was used with adjuvants. In individual animals there 
was no exact correlation between immunity and the titres 
of sera. Especially when the vaccines contained tubercle 
bacilli, reactions occurred at the sites of injection in the 
form of palpable masses containing vaccine residue. 
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The authors point out that their results apply to blood- 
induced infection, and not necessarily to sporozoite- 
induced infection. 

[Full details of the preparation and constitution of the 
vaccine and of the dosage are given in this and in the 
authors’ previous paper, and full details of the experi- 
ments are quoted. Adequate abstraction is not possible, 
and the original papers should be consulted by those 
interested. ] J. L. Markson 


1147. Infectivity of Sporozoites of Plasmodium cathe- 
merium 3H2 Exposed in vitro to Hen and Canary Bloods 
H. BECKMAN. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., 
N.Y.] 67, 172-176, Feb., 1948. 6 refs. 


The 3H2 strain of Plasmodium cathemerium, main- 
tained since 1937 by mosquito—canary passages, has never 
failed to infect a canary but has always failed to infect the 
barn-yard hen. To determine whether hen’s blood affects 
the infectivity of the parasites the author exposed sporo- 
zoites in vitro to the blood of hens and canaries (controls) 
respectively, and tested the effect by inoculating canaries 
with the sporozoite—blood mixtures. The work was 
done at Marquette University School of Medicine, 
Milwaukee, U.S.A. A hundred infected Culex pipiens 
were ground up in Locke’s solution and the fluid was 
filtered; equal amounts of the sporozoite-containing 
filtrate were added to the pooled heart’s blood of 8 
canaries and of 3 hens respectively, and both mixtures 
were incubated at 41-5° C. for 24 hours. At every half- 
hour 4 canaries were inoculated with the sporozoite— 
canary-blood mixture and 4 others with the sporozoite— 
hen-blood mixture. The experiment was carried out 
4 times, a new and freshly-infected lot of mosquitoes 
being used at each trial. Of 80 canaries inoculated with 
sporozoites in canary blood 78 became infected, while of 
76 inoculated with sporozoites in hen blood only 2 
became infected; the other 74, however, were all infected 
later by bites of mosquitoes. The author concludes that 
hen’s blood contains a factor that ** prevents the initiation 
by the sporozoites of the exoerythrocytic cycle in the 
canary ”’. J. F. Corson 


1148. Pharmacology of Ch’ang Shan (Dichroa febri-— 
fuga), a Chinese Anti-malarial Herb 

C. S. JANG, F. Y. Fu, K. C. HUANG, and C. Y. WANG. 
Nature [Nature, Lond.| 161, 400-401, March 13, 1948. 
4 refs. 


For many centuries the roots (Ch’ang Shan) and the 
leaves of Dichroa febrifuga Lour. have been used in the 
treatment of malaria. In 1945 crude extracts of the 
roots and leaves were found to be effective against 
Plasmodium gallinaceum in hens. There is some un- 
certainty as to the active antimalarial present. Five 
alkaloids and two neutral principles have been isolated. 
Three alkaloids: dichroine-«, dichroine-f, and dichroine-y 
are mutually convertible and with the exception of 
dichroine-« all the alkaloids are said to be active against 
P. gallinaceum. The antimalarial activity is in the 
descending order: dichroine-y, dichroine-f, dichroidine, 
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and quinazolone. The dichroine isomers are quinazoline 
derivatives. 

[Koepfli et al. (J. Amer. chem. Soc., 1946, 69, 1837). 
have isolated alkaloids from Dichroa febrifuga which 
do not agree in melting point with those isolated in 
China. Koepfli et a/. suggest that the active principle 
is a quinazoline derivative.] G. M. Findlay 


1149. Intravenous Paludrine in Malaria 
K. B. Mutuick and J. C. Gupta. Indian Medical 


Gazette [Indian med. Gaz.] 82, 666-668, Nov., 1947. 1 
ref. 


“* Paludrine *’ in an autoclaved 2% solution in normal 
saline was given intravenously to 50 adult Indian 
labourers suffering from acute (32) or chronic (18) 
malaria, mostly benign tertian malaria. A single dose of 
300 mg. was used and the temperature fell to normal 
on the following day in 45 cases; the other 5 patients 
(acute cases) received a second intravenous dose of 
300 mg. on the second day and became afebrile on the 
third day. All the patients afterwards took a tablet 
[? 100 mg.] of paludrine by mouth 3 times a day for 
4 days and then 2 tablets twice a week indefinitely; no 
relapses had occurred within the following month during 
which the patients continued to take 2 tablets a week. 
No immediate reactions to the injections were seen. 

J. F. Corson 


1150. The Efficacy of Chloroquine, Quinacrine, Quinine, 
and Totaquine in the Treatment of Plasmodium malariae 
Infections (Quartan Malaria) 

M. D. YounGc and D. E. Eytes. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 28, 23-28, Jan., 
1948. 3 figs., 5 refs. 


Comparison was made of the effects of quinacrine 
hydrochloride (mepacrine or atabrine), quinine sul- 
phate, totaquine, and chloroquine [“* SN-—7618”’ or 7- 
chloro-4-(4-diethylamino -1- methylbutylamino)quinoline] 
on 54 neurosyphilitic patients infected with Plasmodium 
malariae by injection of malarial blood. The following 
were the schemes of dosage employed and the number of 
patients: 


Chloroquine: 1-5-g. course (18 patients); first day, 0-6 g. 
followed in 6 to 8 hours by 0-3 g.; second 
and third days, 0-3 g. daily. 

2°4-g. course (6 patients); as above, with 
the single daily doses extended through 
the sixth day. 


Mepacrine: 1-5-g. course (13 patients); 0-1 g. thrice 
daily for 5 days. 
2-8-g. course (6 patients); first day, 3 doses 
of 0-4, 0-3, and 0-3 g. respectively; there- 
-_ after 0-1 g. thrice daily for 6 days. 
Quinine: (7 patients); 0-67 g. thrice daily for 4 days, 
. then 0-67 g. daily for several weeks. 
Totaquine: 


(4 28-g. course of 0-67 g. thrice 
aily for 14 days. 


Parasite counts were made on 0-1 c.mm. of blood, a 
patient being considered cleared of parasites if smears 
were negative for 2 or more consecutive days. The 
Trinidad and U.S. Public Health Service strains of P. 
malariae were used. As judged by the rate of elimination 
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of parasites from the blood chloroquine was the Most 
efficient drug, followed by mepacrine (2-8-g. course) 
quinine, and totaquine, in that order. Thus, chloroquine 
removed a much higher percentage of parasites in the 
first 24 hours and on some of the succeeding days than 
did the other drugs; 80°% of chloroquine-treated patients 
were free from parasites by the sixth day, while the same 
percentage of patients treated by mepacrine (2:8-g, 
course), quinine, and totaquine were free by the seventh 
ninth, and tenth days respectively. All patients treated 
with chloroquine were parasite-free after 9 days (2-4-g. 
course) and 11 days (1-5-g. course), with mepacrine 
after 8 days (2-8-g. course) and 13 days (2-8-g. course), 
and with quinine and totaquine after 10 days. Almost 
similar percentages of parasites were removed daily on 
the smaller dosage of chloroquine regardless of the 


severity of the parasitaemia, although the higher degrees - 


of parasitaemia took longer to clear. Fever was con- 
trolled by chloroquine at least as well as by the other 
drugs. All of 20 patients infected with P. vivax and 
treated by chloroquine were parasite-free by the fifth 
day of treatment, despite a greater density of parasites, 
The response to treatment was unaltered by variation in 
the number of previous paroxysms. These results were 
confirmed by observations on a further 25 patients; the 
data for these 25 patients are not tabulated. 
J. L. Markson 


1151. Haemolytic System in the Blood of Malaria- 
infected Monkeys 

H. Laser. Nature [Nature, Lond.] 161, 560, April 10, 
1948. 


The haemolytic substance present in normal human 
plasma and tissues is an unsaturated monocarboxylic 
fatty acid, having one double bond and a possible chain- 
length C18; it is specially plentiful in brain tissue. 

Antimalarial drugs inhibit specifically the haemolytic 
activity of this fatty acid in vitro, and it seems probable 
that malaria parasites at some stage of their development 


produce a metabolite closely related to the naturally 


occurring haemolytic substance and that the effect of 
antimalarial drugs is bound up with their action on the 
metabolite. Microanalysis of the haemolytic substance 
isolated in crystalline form from monkey red cells in- 
fected with Plasmodium knowlesi shows that it is identical 
with that from normal blood and tissue. During a 
malarial attack the content of haemolytic substance is 
increased: in addition haematin which may be present 
is haemolytic in concentrations down to | in 50,000. In 
still lower concentrations, | in 200,000, it potentiates the 
effect of the haemolytic substance. The quantitative 
relations of these two substances in the blood in black- 
water fever requires study. G. M. Findlay 


See also Section Pharmacology, Abstract 861. 


Corrigendum 


The naphthoquinone referred to in line 6 of Abstract 2296 
» the June issue of this journal is SN 12,230 not SN 12.— 
DITOR. 
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1152. The Control of Sleeping Sickness in Nigeria 

J. L. McLetcuit. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.] 41, 445-480, Jan., 1948. 13 figs., 36 refs. 


This paper, illustrated with excellent photographs and 
maps, is an admirable summary of the campaign against 
human trypanosomiasis in Nigeria which has been 
carried on for over 20 years. The Nigerian Sleeping 
Sickness Service is now a more or less permanent estab- 
lishment with 16 officers. In the Southern Provinces, 
with 10,000,000 people, there is relatively little sleeping 
sickness, though tsetse flies are present, and it is limited 
to the eastern parts and the Cameroons; severe but 
localized epidemics have occurred, and certain parts 
with a moderate infection rate are being dealt with. In 
the Northern Provinces, however, about half the popula- 
tion of 12,000,000 are exposed to infection. The chief 
insect vectors are two riverine species of tsetse flies, 


Glossina palpalis and G. tachinoides, while G. morsitans, - 


which occurs where game animals are plentiful and 
population is sparse, takes little part in the spread of the 
disease. The author emphasizes the importance of 
close and repeated contact between the flies and man; 
this is largely determined by the habits of the people, 
as both they and the flies seek shade and water, often at a 
time when the flies are most active. Sleeping sickness in 
Nigeria is caused by Trypanosoma gambiense, but the 
strains of the parasite vary considerably, some having 
low virulence, high transmissibility by tsetse flies, and 
little resistance to arsenical drugs, while others resemble 
T. rhodesiense in high virulence and resistance to arsenic, 
but are not readily transmissible, especially in relapse after 
treatment. Resistance to arsenic is a common natural 
characteristic of the trypanosomes, but patients in the 
chronic advanced stage, especially after treatment, are 
not a public danger, trypanosomes being rarely found in 
their blood and lymph nodes. 

Before 1925 sleeping sickness was regarded as quiescent 
and sporadic, and up to 1930, when about 2,000 cases 
were treated annually in hospitals and 3,000 by travelling 
medical officers, outbreaks were still thought to occur 
only in parts of three provinces; when regular surveys 
were begun, however, the disease was found to be widely 
spread. In the first 5 years (1931-5) 169,440 cases 
(13-64) among 1,246,039 people were diagnosed; during 
1936-40 there were 130,580 (8-6%%) among 1,510,304, the 
incidence being highest in the more central provinces; 
while in 1941-6 a few peripheral surveys showed 6,946 
cases (1:5°4) among 445,952 people. 

_ The disease in Nigeria usually appears to be mild, but 
it causes many deaths and much temporary incapacity 
results from the periodic appearance of the symptoms. 
Apart from advanced cases, many deaths seem to be due 
to acute toxaemic exacerbations, a sudden breakdown 
with high fever and toxaemia occurring in patients who 
have shown only minimal symptoms for months or years. 
It is important, therefore, to search for and treat the com- 
mon mild cases. In endemic conditions lymph-node 
Puncture was better than blood films for diagnosis, but 


in relapse after treatment with “ antrypol”’ (suramin) 
trypanosomes were rarely found in the blood or lymph 
nodes and lumbar puncture was necessary. Increase of 
protein in the cerebrospinal fluid is regarded as a better 
guide to treatment than a raised cell-count, but the latter 
is a better indication of cure or failure of treatment. 
The erythrocyte sedimentation test was also useful. 
Treatment. Suramin, pentamidine, or ‘ butarsen” 
cures early cases, but tryparsamide is the only safe 
and efficient drug in advanced cases; in field work 
lumbar puncture cannot be performed on all patients, 
so suramin together with, or followed by, tryparsamide 
is given. A mixture, each dose containing suramin, 
1 g., and tryparsamide, 1-5 g., is commonly used, early 
cases receiving 6 to 8 injections and advanced cases up 
to 20; complications due to the drugs are rare. Pentami- 
dine, intramuscularly, could well replace suramin, 
especially for mild cases from remote areas; the dose is 
100 mg. on the first day and 200 mg. daily to the.seventh 
day, together with tryparsamide 6 to 9 g. during the 
same period or up to 10 days. Butarsen and “ melarsen”’ 
are useful arsenical compounds. In _ prophylaxis, 
suramin protected mine labourers for 3 months but not 
for 6 and it has been replaced by pentamidine; 250 mg. 
is given every 4 or 5 months to two-thirds of 3,500 mine 
labourers. 
Control. While the primary aim is to control epi- 
demics, the ideal is to combine the preventive steriliza- 
tion and cure of the trypanosome carrier with the least 
disturbance to him and the community and at the least 
cost. No drugs will do this rapidly in all cases. In 
1934 regular surveys had to be given up; dispensaries 
were started and more were added when team work almost 
ceased owing to the war. In 1946 there were 89 dispen- 
saries, of which 51 were run wholly by the Sleeping 
Sickness Service, but surveys of the surrounding areas 
were also necessary and their revival since the war is 
yielding good results. A table shows the numbers of 
people examined and of cases diagnosed and treated; 
since 1931 half a million have been treated. In 1946 the - 
infection rate fell below 1 for the first time since 1939. 
About 10,000 cases a year (over 1,000 new infections 
found by surveys) have been treated at dispensaries 
during the last 2 years, the average for each dispensary 
being 110. Chemotherapy will lower the sleeping sick- 
ness rate from a dangerous to a reasonable level, but the 
potential danger remains and the elimination of man-fly 
contact is the only certain permanent method of control. 
Protective clearing of bushes and trees (but not grass) for 
400 yards along river banks on each side of danger spots 
is effective. Aggressive clearing aims at complete 
elimination of tsetse flies from the area and this was 
accomplished at Anchau by combining “ partial clearance 
throughout the river systems plus barrier clearings along 
all streams at the border of the tsetse-free area. The 
barrier clearings, which are essential to prevent rein- 
vasion from untouched main rivers outside the area, are 
ruthless, a mile long, and extend back 50 yards from the 
stream banks”. In 1935 a grant enabled the work to be 
greatly extended. Mass treatment and protective clear- 
ing were the chief methods, but a small experimental 
scheme of aggressive clearing and concentration of 
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population was undertaken in case other measures failed 
and large-scale concentration became necessary. Mass 
treatment and protective clearing proved successful, 
however, and it was concluded that concentration of 
people would rarely be needed. ‘‘ The Anchau tsetse- 
free corridor, linking two of the railway lines that diverge 
from Zaria, is some 65 miles long, over 600 square miles 
in extent, and with a population of 50,000, slightly 
smaller than originally projected.” It involved pre- 
liminary topographic, demographic, agricultural, and 
economic surveys which took 2 years. People were 
not moved wholesale into new land, but existing popula- 
tion was redistributed in a more even manner and model 
villages were built. The area is free from tsetse flies and 
the few cases of sleeping sickness that occur are con- 
tracted outside the area. J. F. Corson 


1153. Sleeping Sickness of an Unusual Type in Sierra 
Leone and its Attempted Control 

R. D. HaARpING and M. P. HUTCHINSON. Transactions 
of the Royal Society of Tropical Medicine and Hygiene 
(Trans. R. Soc. trop. Med. Hyg.} 41, 481-512, Jan., 1948. 
1 fig., 8 refs. 


In 1939 and 1940 medical surveys showed that sleeping 
sickness existed in an area of about 200 square miles on 
the eastern boundary of Sierra Leone adjoining French 
Guinea, where the disease had been treated since 1934. 
Mass campaigns were carried out in 1941, 1942, and 1944. 
Sleeping sickness in Sierra Leone is caused by Trypano- 
soma gambiense and is spread by the bite of the tsetse 
fly Glossina palpalis. \n the campaigns diagnosis was 
made by microscopical examination of the fluid obtained 
by puncture of enlarged superficial lymph nodes and of 
blood films, but, as trypanosomes were found in the 
nodes four times as often as in the blood, the latter was 
only examined when lymph-node puncture gave negative 
results or when the nodes were not palpable. 

In 1941 the disease was clinically like that in other parts 
of Sierra Leone, but in 1942, in the central part around 
the town of Fuero, some differences were observed. 
Trypanosomes were found in the blood as often as in the 
lymph nodes and were unusually numerous in the blood of 
some persons. Many patients had no enlarged cervical 
lymph nodes and showed no symptoms even when the 
blood contained many trypanosomes. All the inhabitants 
were examined, and all cases of sleeping sickness were 
treated, but no further work was possible for over a year. 
A survey in 1944 revealed that the unusual form of the 
disease (“‘ Fuero type’) had spread considerably and 
the infection rate was nearly doubled; in Fuero itself 
trypanosomes were found in the blood ten times as often 
as in the nodes, but in 1945 this disparity was less. 
Seventy-five patients were left untreated and examined 
weekly for 2 months, and 17 others, also untreated, were 
examined monthly for 7 to 9 months; nearly all showed 
no symptoms or physical impairment. Trypanosomes 
appeared in the blood irregularly, and it was estimated 
that about 35% of cases would escape diagnosis at any 
single examination; even patients with an increased cell- 
count in the cerebrospinal fluid often had no symptoms. 
There seemed to be a state of equilibrium between host 


and parasite and some spontaneous recoveries probably 
occurred, but observation for several years would be 
required to confirm this. Although from a quarter to a 
third of the population of Fuero had been infected, the 
population had not decreased. In experimentally jp. 
fected monkeys the disease was also mild; in infected 
guinea-pigs the trypanosomes were resistant to human 
blood and sensitive to tryparsamide—characters of T. 
gambiense. 

The population (15,550) of the whole area received 
prophylactic injections of “antrypol”’ (suramin) or 
pentamidine isethionate, and the 2,500 inhabitants of 
the central part, including Fuero, were observed particu- 
larly; in all the latter cases fluid from lymph-node 
puncture and blood films were examined and in nearly all 
infected persons lumbar puncture was carried out. Some 
of the sleeping sickness cases were fully treated, others 
left untreated, and still others reéeived prophylactic 
doses of suramin or pentamidine to see whether this 
would suppress the infection. A prophylactic injection 
was given to 1,765 non-infected persons and 542 were left 
as controls. The results with various prophylactic 
doses are shown in tables. In infected persons given 
prophylactic doses there were no trypanosomes in the 
blood for at least 7 months; therefore patients with 
undiagnosed infection receiving a prophylactic dose 
would hardly infect tsetse flies during that period, but 
their recognition later would be difficult and they might 
eventually become infective. No lymph-node infections 
and only 2 blood infections were found after 7 months 
among 1,498 non-infected persons who had received 
prophylactic injections—a rate of 0-1%—while among 
471 controls there were 12 lymph-node infections and 
12 blood infections (5-:1%). In two other areas of 
Sierra Leone, where sleeping sickness of the usual type 
was present, prophylactic injections proved very effective; 
after 1 to 2 g. of suramin only 2 cases occurred among 
772 people (0:26%) and after 100 to 300 mg. of pentami- 
dine no infection was found among 921 people, while 
among 2,407 controls there were 22 cases (0-92%). 

The authors discuss the results, and conclude that pro- 
phylaxis by drugs is more effective than treatment of 
cases in checking an epidemic, and acts more quickly. 
Pentamidine is preferable to suramin, being at least as 
efficient and having fewer undesirable secondary effects; 
a single intramuscular dose of 150 mg. is the best for a 
mass campaign. J. F. Corson 


LEISHMANIASIS 


1154. Treatment of Late Stages of Cutaneous Leish- 
maniasis with Acriquine. akpHxHHOM 
N.B.DosrotvorsKAYA. Meguunuckas 
[Med. Parasitol., Moscow] 16, No. 6, 51-53, Nov.—Dec., 
1947. 


An account is given of the treatment of cutaneous 
leishmaniasis with acriquine [mepacrine] which the author 
has been carrying out during the last 7 years. The best 
results are obtained with primary nodules of 1 to 3 
months, especially with those which are sharply 
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demarcated from the surrounding tissues. A 5% solu- 
tion of mepacrine is injected at several points into and 
ground the sore. The development of immunity in the 

tient has a favourable effect on treatment; therefore 
at least one lesion (“* leishmanioma ”’) is allowed to run 
its natural course. In the absence of natural secondary 
lesions nodules are produced by inoculation of leish- 
manias into the shoulder or thigh. 

The results of treatment of sores after 4, 5, and 6 
months are not satisfactory, for it is impossible to 
prevent relapses, but older lesions (8 to 12 months) can 
be successfully treated by a modified method. While 
early sores have to be completely eliminated, owing to 
the danger of metastases, in the case of old sores the 
acquired immunity limits their further spread. On 
this account it is not necessary to impregnate the healthy 
skin surrounding the lesions and a 2% solution of mepa- 
crine, which is less destructive to the tissues, can be used. 
Of 206 protracted cases of oriental sore treated by this 
method 104 were completely cured and in 101 the 
development of the sores was retarded, but in 1 case, of 
12 months’ duration, treatment was ineffective. 

C. A. Hoare 


1155. American Cutaneous Leishmaniasis. Report of 
Twelve Cases from the Canal Zone 

J.S. Snow, E. M. Satutsky, and B. H. Kean. Archives 
of Dermatology and Syphilology {Arch. Derm. Syph., 
Chicago] 57, 90-101, Jan., 1948. 2 figs., 23 refs. 


Two main types of cutaneous leishmaniasis are 
described: (a) that in the Old World, called oriental sore 
or Delhi boil; (6) that in the New called American 
leishmaniasis. The American form has been described 
as a more serious infection, which may produce naso- 
pharyngeal lesions and may even cause death. In the 
Americas the disease is most prevalent in Brazil, Peru, 
Paraguay, and Bolivia, being less common in Central 
America. In North America it often occurs in the 
Yucatan Peninsula but is uncommon in the Canal Zone. 
The present report deals with 12 cases of cutaneous 
leishmaniasis; the microscopical examinations were 
made at the Gorgas Hospital, Canal Zone. All patients 
were male, 9 being soldiers and 3 labourers, and all had 
been in the Isthmus for several months before lesions 
appeared. In 9 cases the first lesion appeared in January 
to March, the dry months, when most military 
Manoeuvres are carried out. There is no evidence on 
the species of sandfly most prevalent at this period. 
Nine patients had solitary ulcers and 3 multiple ones, 
all being on the exposed parts of the body. Small 
itching lesions were scratched and developed into in- 
dolent ulcers, with raised and sometimes undermined 
edges. Discharge was usually copious. Multiple small 
tender subcutaneous nodules often developed along the 
regional lymphatics. The tendency to spread along 
lymphatics suggests that the disease is not merely a 
localized infection at the site of the ulcer. Lymphangitis 
and regional adenitis, due probably to secondary 
infection, were common. No constitutional symptoms 
were noted and the liver and spleen were not palpable. 
The white cell count was roughly related to the amount 


of secondary infection present. Advanced nasopharyn- 
geal lesions may simulate glanders, rhinoscleroma, 
gangosa, and granuloma inguinale. Diagnosis can be 
made only by identifying the parasites, which are often 
few, hard to find, and characteristically located in the 
macrophages. Usually they cannot be found in the 
exudate or scrapings from the base or sides of the ulcer. 
A portion of the edge of the ulcer was excised and hemi- 
sected, half being used for “‘ crush ” smears and stained 
by Wright’s or Giemsa’s method, and the other half 
fixed, sectioned, and stained by routine methods. Heal- 
ing is slow. Treatment was by 3 injections a week of 
antimony potassium tartrate in 1% solution, beginning 
with 4 ml. and increasing by 1 ml. at each dose up to 
10 ml. thrice weekly. This dose was usually not well 
tolerated, so it was reduced to 6 or 9 ml. thrice or 10 ml. 
twice weekly. Alternatively, stibophen was given, 
the initial dose being 2 ml. intramuscularly and each 
dose being increased by | ml. to 5 ml.; or stibamine gluco- 
side was given intravenously, starting with 0-1 g. for 2 
or 3 doses and then increasing to 0-2 g. at each treatment. 
Clinical improvement was apparent within a week, and 
so far as is known there were no relapses. 

The occurrence of nasopharyngeal lesions in the 
American type of leishmaniasis favours its being a 
distinct entity. In Peru two types of leishmaniasis are 
described: that resembling oriental sore in the high 
valleys of the Andes, called.“ uta ’’, and that in the low 
malarial regions, called ‘* espundia ”, and often involving 
the mucosa of the respiratory tract. C. F. Shelton 


1156. Autochthonous Canine Leishmaniasis in the Paris 
Region. (Leishmaniose canine autochtone dans la 
région parisienne) 

J. GUILHON. Comptes Rendus Hebdomadaires des 
Séances de l’Académie des Sciences [C.R. Acad. Sci., 
Paris} 226, 1399-1400, April 26, 1948. 


Canine leishmaniasis has been recognized since 1912 
in Marseilles and along the Mediterranean coast of 
France. More recently it has been diagnosed in the 
Rhone Valley and in the Departments of Haute-Garonne, 
Hérault, Allier and Gard. The disease is now reported 
from the region of Paris in an 11-month-old dog which 
had lived all its life in the same neighbourhood. 

G. M. Findlay 


1157. Treatment of Visceral Infantile Leishmaniasis 
with Stilbamidine. sBHyTpeHHero meTcKoro 

R. S. GERSHENOVICH and T. M. MALAEvA. Meguunickaa 
Iapasutonorusa [Med. Parasitol., Moscow] 16, No. 6, 
48-50, Nov.—Dec., 1947. 


The authors report the results of treatment with 
stilbamidine of infantile kala-azar in Tashkent. The 
patients were 19 children, under 10 years of age, in 
whom the duration of the disease varied from 2 to 12 
months; 11 cases were very severe and 8 of a medium 
severity. In all of them sternal puncture revealed 
numerous parasites in the bone marrow. A 1:5% 
aqueous solution of the drug was injected intravenously 
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daily, always before meals and at the same hour. Infants 
between 6 and 12 months of age were given an initial 
dose of 0-3 ml. of 1-5% solution, increasing daily by 
0-1 ml. until the maximum dose of 1 ml. was reached. 
In children aged from 14 to 3 years an initial dose of 
0-5 ml. was followed on subsequent days by daily in- 
creases of 0-2 ml. to a maximum of 1-5 to2:5 ml. Older 
children received 1 ml. followed by daily increases of 
0-5 ml. to a maximum of 3 ml. in children 3 to 5 years 
old, and 4-5 to 6 ml. in children 5 to 10 years old. This 
course of treatment resulted in complete recovery of all 
the children, in 3 cases after 15 to 20 injections, in 3 
after 20 to 25, in 10 after 25 to 30, and in 3 others after 
30 to 50. The general health of the patients improved 
considerably and the spleen and liver were reduced to 
normal dimensions. In 4 cases there were toxic reactions 
varying in severity and duration (5 to 20 minutes), and 
manifested chiefly by tachycardia. C. A. Hoare 


OTHER PROTOZOAL INFECTIONS 


1158. Chloroquine in Amebiasis 
N. J. CONAN. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 28, 107-110, Jan., 1948. 2 refs. 


The antimalarial drug, chloroquine, 7-chloro-4-(4- 
diethylamino-1-methyl butylamino)quinoline, has been 
shown to reach high concentrations in the liver after 
oral administration. Experiments upon cultures of 
Entamoeba histolytica grown in “egg medium” and 
“liver medium ” proved that chloroquine had a degree 
of activity which, though not so great as that of emetine, 
was greater than that of “ anayodin ” (chiniofon, B.P.). 
These observations suggested to the authors that chloro- 
quine might be of value in the treatment of amoebiasis 
in man, and particularly in amoebic hepatitis. Twenty- 
eight patients with intestinal amoebiasis were given 
doses of 0-3 g. of chloroquine base twice daily for 2 days, 
followed by a maintenance dose of 0-3 g. daily for the 
next 12 or 19 days. These doses were expected to pro- 
duce a plasma concentration of about 150 jg. per litre. 
The dose was higher than that required to cure malaria, 
and about half that which usually causes mild toxic 
symptoms. Follow-up study lasted for 2 to 8 months 
after the end of treatment, and numerous stool examina- 
tions showed that 15 of the 28 patients were apparently 
cured. The remaining 13 had persistently positive stools, 
and were unaffected by additional courses of chloro- 
quine. In a further 6 patients with amoebic hepatitis 
there was prompt relief of symptoms within a few days 
of starting treatment, and no relapses occurred during 
periods from 2 to 12 months. No toxic effects were 
observed, apart from “‘ mild gastric symptoms ”’ in 2 cases. 
It was noted that chloroquine had no effect upon non- 
pathogenic intestinal protozoa or upon nematodes or 
cestodes. Parasites were suppressed in 7 cases of 
giardia infection, but 3 of these cases relapsed. The 
author considers that, in view of its low toxicity and its 
effectiveness in amoebic hepatitis, chloroquine deserves 
more extensive trials, and suggests that the drug is given 
together with one of the less readily absorbed quinoline 
derivatives. L. G. Goodwin 


1159. Treatment of Amoebic Dysentery 
A. W. WriGut and A. E. R. Coomses. Lancet [Lancet] 
1, 243-246, Feb. 14, 1948. 3 figs., 19 refs. 


The high incidence (double the pre-war rate) of amoebic 
dysentery and its poor response to treatment led G.H.Q. 
(India) to investigate current methods of treatment. 
In 1945 the relapse rate was 45%. The interval between 
onset of first symptoms and treatment was closely related 
to the tendency to relapse. A laboratory was installed 
adjoining the wards, and stools were examined within 
10 minutes. These examinations revealed the presence 
of vegetative forms of Entamoeba histolytica in 83% of 
cases in one of the first three stools. Sigmoidoscopy on 
the day after admission gave positive results in 61° of 
patients, including 21% whose stools had hitherto been 
negative. Patients were kept in bed for 15 to 18 days ona 
diet of 3,000 Calories. Each patient was then placed in 
one of four groups in strict rotation and treated according 
to the schemes of treatment shown in the table. In 
addition 92 patients were given a total of 2,000,000 units 
of penicillin in the first 5 days, often with dramatic initial 
result. 


GROUP I 
Emetine gr. E.B.1. gr 3 Carbarsone 0°25 4. 
Days 1-6 Days 7-12 Days 13-25 
Retention enemata gr 3 
Quinoxy! 2/2 %)Days 5-14 Days 20-25 
GROUP II 
Emetine gr — 3 Carbarsone 0°25 bid 
Days 1-6 Days 7-12 Days 13-25 
(tot 65, Quinoxy! 242% EB! gr3 
jays 1-3 Days 5-14 Days 20-25 
Succiny! Sulphathiazole 
GRouP IT 
Emetine gr. 1 E.B.1. gr 3 Carbarsone 0:25 bid. 
Days 1-6 Days 7-12 Days 13- 
Diodoquin gr. 9-6 (3tab.) tid Days 1-20 
(tot 65 E.B.l.gr 3 
[Days Succinyl Sulphathiazole Days 26- 25 
GROUP Iv 


Emet. gri 
Diodoquin gr. 9°6 (3tab.) t.id Days I-20 
boys Sulphathiazole 


E.B.I. gr 3. Days 4-15 


The test of cure consisted in readmission of the patient 
after 3 weeks at a convalescent depot, examination of 
3 stools, and sigmoidoscopy. When he was discharged 
he was asked to write in 3 months’ time stating whether 
or not he had had a relapse. The condition was cured 
in 97-5% of primary cases where symptoms had lasted for 
less than 2 months, in 85°% of patients who had had one 
previous attack, and in 58-4% of patients who had had 
more than one attack. Among the authors’ conclusions 
are the following: The addition of succinyl sulpha- 
thiazole alone to a course of treatment is of no value. 
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Diodoquin given by mouth is as effective as are quinoxyl 
retention enemata and is therefore preferable. ‘ Emetine 
bismuth iodide is useless if given in tablets. Evidence of 
secondary infection in 41% of cases was the basis for 
the use of penicillin. Only 1 out of 53 unselected cases 
treated with penicillin relapsed, but in 33 severe, selected 
cases the relapse rate with penicillin was 38%. The 
remarkable improvement seen on sigmoidoscopy, how- 
ever, confirms the value of this use of penicillin. 
Clement Chesterman 


1160. Balantidial Dysentery. Report of Four Cases 
with Postmortem Study 
E. KoppiscH and V. N. WILKING. Puerto Rico Journal 
of Public Health [P.R. J. publ. Hlth] 23, 185-224, Dec., 
1947. 18 figs., 35 refs. 


Balantidial dysentery is a widespread infection with a 
very low rate of incidence in man, fewer than 400 cases 
having been described. The epidemiology is still ‘un- 
certain although it is generally thought that the infection 
is acquired from pigs. Man appears to be very resistant 
to infection, although lack of free hydrochloric acid in 
the stomach may be a predispesing factor. 

Some patients in whose stools balantidia are found 
have no symptoms, but there is usually diarrhoea and 
occasionally a severe and fatal dysentery occurs. The 
organisms are most easily detected in hanging-drop 
preparations, in saline suspensions of faeces under a 
coverslip, or in fixed smears stained with iron-haema- 
toxylin. The condition is probably often missed. 
Pathological changes are usually limited to the large 
intestine, which, in fatal cases, is extensively ulcerated. 
In treatment no specific drug has been found. Enemata 
of “ protargol ’’, methylene blue by mouth and enema, 
carbarsone, “‘ yatren”’, acetarsol, and diodoquin are 
successful in some cases. 

Four cases are reported. 


(1) A mulatto girl of 19 had a month’s history of fever, 
headache, cough, and diarrhoea; she was passing 10 to 12 
liquid stools daily, varying in colour from yellow to black. 
The faeces contained many trophozoites of Balantidium coli, 
larvae of Strongyloides stercoralis, and whipworm and hook- 
worm ova. Salmonella typhi was isolated from the stools 
and the Widal reaction was positive in a titre of 1 in 2,500 
for the “0” antigen. She died 5 days after admission. 
This case was thought to be one of typhoid fever and no 
treatment was given for the balantidiosis. Post-mortem 
examination did not support the clinical diagnosis. The 
abdomen contained foetid brown fluid and there were green 
necrotic patches along the entire colon and rectum. Three 
perforations were found, two in the caecum and one in the 
sigmoid. The mucosa of the small intestine was ulcerated 
in some places and in others had undergone colliquative 
necrosis. This patient had a chronic cholecystitis and must 
have been a typhoid carrier. (2) A white girl of 13 was 
admitted with a 3-day history of diarrhoea and epistaxis. 

he was acutely ill, emaciated, and passing 10 to 12 stools 
containing blood daily. There was infrequent vomiting, 
and a hypochromic anaemia with anisocytosis and poikilo- 
cytosis was present. The stools contained Balantidium coli, 
whipworm ova, and larvae of Strongyloides stercoralis. 
She died 5 days after admission. At necropsy, a perforated 
ulcer of the terminal part of the ileum, walled off against 
the posterior peritoneum, was found. No diffuse peritonitis 
Was present, and the remainder of the ileum was normal. 

e colon contained multiple ulcers with an irregularly oval 

outline and undermined edges. Acute fulminant colitis 


was present. (3) A mulatto, aged 21, was admitted with a 
history of profuse diarrhoea with blood in the stools. There 
were numerous trophozoites of Balantidium coli together 
with ova of Schistosoma mansoni in the faeces. He died 3 
weeks after the onset of the disease. At necropsy the colon 
was thickened along its whole length, the mucosa from 
caecum to rectum being extensively ulcerated. Scattered 
schistosome eggs were found in the small intestine and liver. 
There was widespread necrosis of the rectal mucosa, in 
places extending down to the muscle, while balantidia were 
numerous in all layers of the wall. This was avery acute case. 
(4) A mulatto girl, aged 4, was admitted with 6 months’ 
history of enlargement of the cervical lymph nodes and fever. | 
Diarrhoea with stools containing blood appeared later and the 
ee amp died after a month in hospital without a diagnosis 

eing made. The faeces showed ova of trichuris and hook- 
worm and numerous trophozoites of Balantidium coli. At 
necropsy very extensive tuberculosis was found in the body. 
A chronic ulcerative colitis was present, 6 small ulcers being 
found in the colon. Death in this case was due to 
tuberculosis. 


No information could be obtained about the manner 
in which the disease was contracted in these cases, nor 
about the duration of the infection before the onset of 
acute symptoms. Clinically the cases were distinguished 
by severe diarrhoea, wasting, great weakness, and 
anaemia, the latter being aplastic in 1 instance and 
secondary in 3. In none of the patients did balantidiasis 
occur alone, other parasites being found in the stools. 
These cases appear to support the belief that this in- 
fection becomes virulent only when the general resistance 
is weakened by some concurrent disease. The literature 
is extensively reviewed. C. F. Shelton 


HELMINTH INFECTIONS 


1161. Further Studies on the Vitamin Requirement of 
Tapeworms 

C. J. Appis and A. C. CHANDLER. Journal of Parasito- 
logy (J. Parasit.] 32, 581-584, Dec., 1946. 3 refs. 


Autoclaved brewer’s yeast provided the necessary food 
factors to prevent stunting in Hymenolepis diminuta in 
artificially infected female rats. Known components of 
the vitamin-B (vitamin-G) complex, synthetically pro- 
duced and given to rats, both differentially and in com- 
bination, failed to prevent stunting in growth of the tape- 
worm. Fleischmann’s yeast extract similarly failed in 
this respect, though liver extract prevented stunting to 
some degree. Some experiments with the filtrate from 
hydrolysed yeast indicated that the factor may be present 
there, but no conclusive results were obtained. The 
factor or factors involved in the growth mechanism of H. 
diminuta may be one of the postulated components of the 
B complex, or some new factor not previously demon- 
strated. O. D. Standen 


1162. Experiments on the Relation Between Sex Hor- 
mones and the Growth of Tapeworms (Hymenolepis 
diminuta) in Rats 

C. J. Appts. Journal of Parasitology [J. Parasit.] 32, 
574-580, Dec., 1946. 7 refs. 


Experiments are described which show the effects of 
sex hormones on the growth of Hymenolepis diminuta. 
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Male and female rats, castrated or spayed, were arti- 
ficially infected with cysticercoids of H. diminuta. In 
castrated male rats growth of the tapeworm was stunted, 
but in castrates treated with testosterone or progesterone 
development proceeded normally. Similarly, in imma- 
ture male rats development was stunted. In spayed 
female rats development was normal, and stunting was 
induced only when the rats were fed on a diet deficient 
in vitamin-B complex. The experiments demonstrate 
that the worms are dependent upon testosterone for 
growth in male rats but that progesterone can be sub- 
stituted. No definite conclusions are reached regarding 
the relation of worm growth and female sex hormones, 
except that pregnancy supplies the necessary factor for 
normal growth when the host is on a diet deficient in 
vitamin-B complex. O. D. Standen 


1163. Effect of Drugs During Earliest Stages of Experi- 
mental Schistosomiasis Mansoni in Mice 

M. SCHUBERT. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 28, 157-162, Jan., 1948. 1 ref. 


Mice infected intraperitoneally with cercariae of 
Schistosoma mansoni were treated with drugs daily for the 
5 days after infection, with the object of finding a drug 
or drugs that would prevent the development of the 
parasite. Eight weeks after treatment the mice were 
examined post mortem and the worms counted. The 
percentage of non-infected mice at this stage was taken 
to indicate the degree of protection afforded, and 
comparison was made with untreated controls, of which 
only 9% were not infected. Eighty drugs in all were 
tested in this way, but of these only 7, all antimonials, 
conferred 40 to 100% protection. Three non-anti- 
monials effectively protected 25 to 30%. The order of 
effectiveness of the antimonial drugs was roughly the 
same as that in the treatment of matured infections. 
The indication of some activity in the 3 non-antimonials 
is considered to be of interest as a guide for future work. 

O. D. Standen 


1164. Observations on the Pathology of Schistosomiasis 
Japonica: Diagnosis by Rectal Crypt Aspiration 

R. A. HOLLANDs and E. D. PALmer. Journal of Para- 
sitology [J. Parasit.] 32, 525-528, Dec., 1946. 10 refs. 


The disadvantages of diagnosis of enteral schisto- 
somiasis by faecal examinations are emphasized and 
results are compared with those obtained by a method of 
rectal crypt aspiration. Of 24 suspected cases, 7 were 
proved by either method or by both methods to be 
infected. In 4 of the 7 diagnosis was made by rectal 
crypt aspiration alone, after an average of 4-5 stools per 
patient had proved negative for ova. In the other 3 cases 
a positive diagnosis was made by both methods with an 
average of 4-3 stool examinations and 1-7 rectal crypt 
examinations per patient. Of a total of 31 stools 
examined 5 were positive, but of 11 rectal crypt aspira- 
tions of the same patients 10 revealed the ova of the 
parasite. In each of the 7 patients the first aspiration 
gave a positive result even where the rectal mucosa was 
normal in appearance. O. D. Standen 


1165. Method for Testing Ointments and Fabrics to 
Determine their Effectiveness as Barriers to Schistosome 
Cercariae 

R. E. Kuntz, M. A. Stirewact, and J. R. ae 
American Journal of Tropical Medicine {Amer. J. 
Med.] 27, 691-697, Nov., 1947. 4 figs., 11 refs. 


A method for the assessment of protective action of 
ointments and fabrics against the penetration of 
schistosome cercariae is described. A known number of 
cercariae of Schistosomatium douthitti were placed in 
open-ended glass containers carried in a webbing belt 
strapped tightly to a rabbit’s abdomen. The cercariae 
were either in direct contact with ointment-protected skin 
or were denied immediate access by pieces of fabric 
stretched across the proximal end of the tubes. The pro- 
tected efficiency was assessed by counting the number of 
inflamed spots that developed in the treated area between 
4 and 48 hours after exposure. Each spot was con- 
sidered to indicate the penetration of a cercaria. It is 
believed that the method has several points to commend it; 
rabbits may be used over and over again, no develop. 
mental period is required before results can be obtained, 
and necropsies and worm counts are avoided. 

O. D. Standen 


1166. Effects of DDT on Cercariae of Schistosoma 
mansoni 

R. E. Kuntz and M. A. StrREWALT. Journal of Para- 
sitology [J. Parasit.] 32, 529-538, Dec., 1946. 1 fig., 
6 refs. 


DDT powder, DDT in oils, xylene—“ triton” emul- 
sions with and without DDT, and “ triton” alone were 
tested for cercaricidal efficiency against cercariae of 
Schistosoma mansoni. Results showed that DDT alone 
or in combination was not efficacious enough to justify 
its use in the field, though its efficiency was increased 
when incorporated in certain emulsions. Jn vitro experi- 
ments showed that a small percentage of cercariae pre- 
viously immobilized by DDT treatment would recover in 
fresh water. O. D. Standen 


1167. The Control of Schistosomiasis Japonica. II. 
Studies on the Longevity of Cercariae of Schistosoma 
japonicum in Saline Solutions 
J. W. INGALLS. Journal of Parasitology [J. Parasit.} 32, 
521-524, Dec., 1946. 4 refs. 


The longevity of cercariae of Schistosoma japonicum in 
saline solutions is demonstrated. Pure sodium chloride 
solutions of graded concentrations as well as correspond- 
ing dilutions of sea water were used in the tests. Both 
solutions of 3°% saline concentration were equally lethal, 
the maximum killing time being 3 minutes, but when the 
concentrations of saline were less than 3%, sea water 
proved to be considerably less toxic than were pure 
sodium-chloride solutions. At concentrations of 1:5% 
only a 60% kill was obtained in 10 minutes with sea water, 
against 100% with sodium chloride. As a result of these 
experiments it is considered that sea water diluted to 
less than 1-5% concentration of saline by river waters 
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infected with cercariae must be considered potentially 
dangerous. The point of absolute safety between 1-5% 
and 3% concentration was not determined. No tests 
were made on the effects of sea water on the infectivity of 
cercariae. O. D. Standen 


1168. The Control of Schistosomiasis Japonica. VI. 
Studies on the Chemical Impregnation of Uniform Cloth as 
a Protection Against Schistosomiasis Japonica 

W. H. WriGut, P. M. BAUMAN, and N. Fry. American 
Journal of Hygiene [Amer. J. Hyg.) 47, 33-43, Jan., 1948. 
5 refs. 


In vitro and in vivo experiments were carried out with 
31 compounds, either singly or in combination, to assess 
the value of cloth impregnation as a protection against 
penetration of cercariae of Schistosoma japonicum. 
Standard U.S. Army uniform cloths were used in all cases. 
An emulsion of 4-5% benzyl benzoate in 0-5% “ tween 
80” in water proved to be the most efficient compound. 
This afforded protection in cotton trouser cloth and 
herringbone twill after four washings in soap and water. 
Dibutyl phthalate in 5% emulsion with “ tween 80” in 
water protected through two washings. Similar results 
were obtained with a gas protective chemical, ‘*CC,”’; this 
afforded protection in cotton socks and gloves, both of 
which were made of coarse weave cloths. Impregnated 
woollen materials provide protection over a longer period 
than do cotton materials. O. D. Standen 


1169. The Control of Schistosomiasis Japonica. VII. 
Studies of the Value of Repellents and Repellent Ointments 
as a Protection Against Schistosomiasis Japonica 

W. H. WriGut, P. M. BAUMAN, and N. Fry. American 
Journal of Hygiene [Amer. J. Hyg.] 47, 44-52, Jan., 1948. 
1 fig., 1 ref. 


Ointments and liquids were tested for repellent pro- 
perties against cercariae of Schistosoma mansoni and 
S. japonicum. With two exceptions ointments contain- 
ing benzyl benzoate, dimethyl phthalate, dibutyl phtha- 
late, ““ Rutgers 612”, “indalone”, or 2-phenylcyclo- 
hexanol, either singly or in combination, protected all 
the experimental animals; the exceptions were two oint- 
ments containing respectively : copper silicate, dimethyl 
phthalate, and Rutgers 612; and 5% dimethyl phthalate, 
and 5% Rutgers 612. Copper silicate failed to protect 
but copper acetate was successful. Ointment bases 
alone, such as lanoline, failed to protect, thus showing 
that the protection was not a mechanical one. Benzyl 
benzoate, dibutyl phthalate, and N,N-diethyllauramide 
applied in liquid form afforded protection against the 
cercariae. O. D. Standen 


1170. Possible Snail Hosts of Human Schistosomes in the 
United States 

H. W. STUNKARD. Journal of Parasitology {J. Parasit.] 
32, 539-552, Dec., 1946. 16 refs. 


Infection with Schistosoma japonicum of numbers of 
American troops who served in the Far East and the 
return to the U.S.A. of those troops with the disease 


undiagnosed or ineffectually treated led the author to 
investigate the possible infection of native American 
snails and the consequent possibility of the disease becom- 
ing established in that country. 

Representatives of the more common and abundant 
snails were exposed to miracidia of the three species of 
human schistosome. Varying degrees of attraction for 
the snails were exhibited by the miracidia and in some 
cases penetration occurred. In no case, in any species of 
schistosome with any native species of snail tested, did 
penetration result in cercarial production. Negative 
results so obtained cannot be considered as conclusive, 
for quite a low percentage of infection is obtained even 
when the normal snail host is used under experimental 
conditions. Also, there is some evidence that different 
strains or even descendants of stock originally capable of 
infection may prove refractory, and that failure to infect 
one sample of a species does not necessarily clear it from 
suspicion. However, these experiments and the fact 
that the introduction of the two African species to N. 
America through the slave trade and of S. japonicum by 
the influx of Chinese and Japanese to the east coast areas 
failed to establish the cycle in native snails, indicate that 
the establishment of the life cycle, though not impossible, 
is improbable. The chief danger would lie in the intro- 
duction of the appropriate species of oncomelanid snails 
from the Far East and great care should be exercised in 
this respect. O. D. Standen 


INFECTIONS OF UNKNOWN ORIGIN 


1171. Liver Involvement in Infectious Mononucleosis 
A. S. Evans. Journal of Clinical Investigation [|J. clin. 
Invest.| 27, 106-110, Jan., 1948. 1 fig., 24 refs. 


Liver function tests were carried out in 19 cases of 
infectious mononucleosis. Seventeen of the patients 
had agglutinins for sheep cells in dilutions of 1 in 160 
or higher, while of the 2 remaining patients, 1 with 
agglutinins at a titre of 1 in 80 had antibodies with the 
guinea-pig kidney and beef red cell absorption, charac- 
teristics of the infectious mononucleosis antibody, and 
the other had a typical blood picture and clinical features. 

Cephalin-cholesterol flocculation tests were carried 
out according to Hanger’s technique (J. clin. Invest., 
1939, 18, 261), a reaction of 2+ or more in 24 hours 
being considered abnormal. The thymol-turbidity test 
was performed by Maclagan’s method (Brit. J. exp. Path., 
1944, 25, 234), up to 4 units being taken as normal. 
Serum bilirubin and alkaline phosphatase estimations 
were also carried out. The cephalin-cholesterol floccula- 
tion test was abnormal in 95% of the cases of infectious 
mononucleosis, and in 2 instances had altered before the 
heterophil antibody titre had reached a significant level. 
In the 2 cases in which there was a normal flocculation 
test, illness was mild and the patients remained ambula- 
tory. No sera from 22 patients with upper respiratory 
infection, all ill enough to be in hospital, showed ab- 
normal flocculation. Elevated values for the thymol- 
turbidity test were found in 68% of cases, ranging from 
4to 10units. Abnormalities in this test usually appeared 
later and were more transient than the changes in the 
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flocculation reaction. One sample of serum from a 
patient with an upper respiratory infection gave a slightly 
increased value for the thymol-turbidity test. As re- 
gards the serum alkaline phosphatase test there were 
increased values in 43% of the cases, while in no case was 
there a significant increase in the total serum bilirubin. 
Serum protein determinations were made in one case of 
infectious mononucleosis without jaundice and in one 
case with jaundice, the serum having been taken about 
6 weeks after the onset of the illness in each case. Marked 
increases in the percentages of £-globulin and y-globulin 
were observed in both. 

The author concludes that hepatitis occurs in many 
cases of infectious mononucleosis without jaundice. 
The cephalin-cholesterol flocculation reaction is a more 
sensitive indicator of this hepatic dysfunction than is the 
thymol-turbidity test, and may be used in differentiating 
such cases from cases of uncomplicated upper respiratory 
infection. R. B. Lucas 


1172. Oral Prophylaxis of Rheumatic Fever with 
Penicillin. Resistant Hemolytic Streptococci 

A. Mivzer, K. H. KOHN, and H. MACLEAN. Journal of 
the American Medical Association [J. Amer. med. Ass.} 
136, 536-538, Feb. 21, 1948. 14 refs. 


The authors recall the reports on the development of 
resistance to sulphonamides by certain strains of haemo- 
lytic streptococci when these drugs were used pro- 
phylactically against upper respiratory tract infection. 
They describe their work on the response of haemolytic 
streptococci to prolonged oral administration of peni- 
cillin, given to prevent recurrences of rheumatic fever in 
children. 

They studied 114 children attending a special school 
for sufferers from rheumatic fever. The technique of 
estimating the sensitivity of haemolytic streptococci 
recovered from throat swabs is described. Sixty-four 
of these children received 50,000 units of penicillin orally 
twice’a day for 6 months; the remaining 50 were observed 
as controls; all the children were in contact with each 
other throughout the study. $-Haemolytic streptococci 
were found in the throat swabs in proportions approxi- 
mating to the carrier rate among normal healthy children. 
Analysis of results made in the last 2 months of the study 
showed that in the treated group 17 cultures were positive 
for B-haemolytic streptococci and of these 14 (82%) 
were resistant to penicillin in concentrations of 10 units 
per ml. of the culture medium. In the untreated group 

‘10 positive cultures were obtained of which 4 (40%) were 
resistant. The authors consider that the figure for the 
untreated group was as high as this because of cross- 
infection by the two groups. On the whole «-haemolytic 
streptococci did not develop resistance, and any strains 
that did so developed it slowly. They suggest much bigger 
initial prophylactic doses of penicillin. 

[One cannot be altogether satisfied with the conclusions 
reached in this paper. The two groups were not segre- 
gated, and in England doubt remains about the value 
of oral penicillin. Furthermore, the numbers in the 
various culture groups were small for statistical purposes. ] 

W. Tegner 


1173. Observations on the Efficacy of Benadryl in the 
Therapy of Rheumatic Fever 

UnitTeD States NAVAL MEDICAL RESEARCH UNIT No, 4, 
United States Naval Medical Bulletin [Nav. med. Bull, 
Wash.} 48, 380-385, May-June, 1948. 12 refs. 


** Benadryl ”’, in increasing dosage up to 500 mg. per 
day, was administered over a 21-day period to 8 of 16 
patients exhebiting clinical or laboratory abnormalities 
attributed to long-continued activity of rheumatic fever, 
No apparent alteration in the course of the patients either 
during or after benadryl therapy was observed. An 
unpleasant reaction, manifested by facial erythema, 
throbbing frontal headache, anorexia, nausea, and vomit- 
ing occurred upon cessation of benadryl. The failure of 
benadryl favourably to affect the course of chronically 
active rheumatic fever is to be expected. A review of the 
pharmacology of benadryl and the recent report of its 
effectiveness in the prevention of anaphylactic vascular 
lesions in experimental animals suggest its trial in the 
prophylaxis and treatment of early acute rheumatic 
fever at a station where suitable clinical material is avail- 
able.—[Summary and conclusions. ] 


1174. The Salicylate Level in the Blood as the Basis of 
Treatment in Acute Rheumatic Endocarditis. Effect of 
Sodium Bicarbonate and Benzoate. (La observaci6n de 
la salicilemia como base del tratamiento de las endo- 
carditis agudas reumaticas. Efectos del bicarbonato y 
benzoato sddicos) 

E. Arjona, J. M. Aces, and J. M. SeGovia. Revista 
Clinica Espajiola (Rev. clin. esp.] 28, 92-99, Jan. 31, 1948. 
8 figs., 18 refs. 


The salicylate level in the blood was determined by a 
method previously described (Rev. clin. esp., 1947, 27, 
21). A single oral dose of 2 g. of sodium salicylate 
and 2 g. of sodium bicarbonate produces a maximum 
concentration in the blood within the first hour, varying 
from 10 mg. to 25 mg. per 100 ml., according to the 
individual. This concentration remains nearly stationary 
for the next 4 hours. Rectal introduction of 8 g. of 
sodium salicylate causes the level to rise above 35 mg. 
per 100 ml. within 4 hours and to be maintained for 
24 hours. A further enema of 8 g. at the end of 24 hours 
raises the level above 50 mg. per 100 ml. The rise in 
the salicylate level in the blood is hampered by the addi- 
tion of bicarbonate, and an effective concentration (25 to 
35 mg. per 100 ml.) often cannot be reached even with 
a daily dose of 10 g. of salicylate. If sodium benzoate 
is substituted for the bicarbonate a dose of 10 g. of sali- 
cylate is always sufficient to raise the level above 35 mg. 
per 100 ml. Contrary to the claim of a previous author, 
p-aminobenzoic acid does not yield any better results 
than sodium benzoate, in association with salicylate. 

Pending a further study of the problem, the authors 
advise provisionally the administration of salicylate and 
benzoate together either orally—8 g. daily for 2 to 3 days, 
followed by 4 to 6 g. daily, or rectally—8 g. on the first 
day, followed by 4 to 6 g. daily. A, Lilker 


See also Section Paediatrics, Abstract 921. 
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